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THURSDAY, FEBRUARY 25, 1960 


U.S. Senate, 
SuBcOMMITTEE ON ANTITRUST AND Monopoty, 
CoMMITTEE ON THE JUDICIARY, 
Washington, D.C. 

The subcommittee met, pursuant to recess, at 9:35 a.m., in the 
caucus room, Old Senate Office Building, Senator Estes Kefauver 
presiding. 

Present: Senators Kefauver (chairman) and Hruska. 

Also present: Paul Rand Dixon, counsel and staff director; Donald 
F. McHugh, counsel; Horace L. Flurry, counsel; Peter N. Chumbris, 
counsel for the minority ; Nicholas N. Kittrie, counsel for the minority ; 
Lucile B. Wendt, attorney ; Dorothy D. Goodwin, attorney; Bushro 
Howard, attorney; Dr, John M. Blair, chief economist ; Dr. E. Wayles 
Browne, Jr., economist; Dr. Irene Till, economist; Herschel Clesner, 
special consultant; Paul S. Green, editorial director; Gladys E. 

ontier, clerk. 

Senator Kerauver. The committee will come to order. 

I am advised that Senator Hruska and other Senators will be here 
very shortly. Because of the’ shortage of time, Senator Hruska’s 
administrative assistant suggests we get started. 

Mr. Chumbris, do you have something ? 

Mr. Cuumpris. Yes. Mr. Chairman, I discussed with Senator 
Dirksen yesterday afternoon and again this morning exhibit 233* 
that Dr. Blair introduced into the record yesterday. 

As you know, at 10:30, or shortly thereafter, we recessed and we 
did not have full opportunity to go into this particular exhibit. 

Senator Dirksen just wanted to make this one comment. It is just 
a brief one, Senator. 

In these charts, for instance, we start with hormones, and it points 
out that there are three companies having 100 percent, and you have 
about six or seven or eight different ekaasti And then again you 
have your same thing for your tranquilizers, where you have five or 
six different companies having 100 percent of that product. 

Well, the point Senator Dirksen makes is this. That that is a 
natural thing—when a person has a patent for that particular article, 
and he produces that particular article under that patent, and he has 
100 percent interest in that particular product. He may license an- 
other company or two, and it may be divided, like some two or three 
companies may have the right to produce that particular product. 


*Exhibit No. 233 may be found in part 19. 


¢The testimony of Dr. Austin Smith, president of the Pharmaceutical Manufacturers 
Association, who appeared on Feb. 24, may be found in part 19. 


10239 
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But that is nothing more than, for instance, saying that the Chevro- 
let Division of the Genera] Motors manufactures 100 percent of Chev- 
rolets, and that the Ford Division of Ford Motor Co. manufactures 
100 percent of the Fords, and that the Mercury Division of Ford 
Motor Co. manufactures 100 percent of Mercurys; and that the Ply- 
mouth Division of Chrysler Manufacturing Co. manufactures 100 
percent of Chryslers. But it still means that Chrysler will compete 
against Ford, will compete against General Motors—Plymouth com- 
petes against Chevrolet and Ford. 

The same thing applies here. You have five or six different tran- 
quilizers. Five or six different companies manufacture those tran- 
quilizers. And each one of those companies are competing against 
the other for the doctors to prescribe their particular product. 

So it does not show any concentration whatsoever in the light that 
Dr. Blair tried to bring to the attention of the subcommittee yester- 
day. It merely points out that these people are producing a drug un- 
der the patent that is guaranteed by the Patent Office under the laws 
of the United States. They are really following the privilege granted 
under the laws of the United States. 

So when an industry that has 1,300 manufacturers, and at the same 
time no one drug manufacturer has more than 10 percent of the gross 
income of the drug industry, it is highly impossible to figure that 
there is a high degree of concentration in the drug industry as tried 
to be indicated by this exhibit. 

I think that any exhibit such as this is misleading in that respect. 

It is further misleading under hormones, because some of the prod- 
ucts that Dr. Blair has in here, which would indicate that these prod- 
ucts are still in effect—Mr. Connor stated for Merck that his prod- 
uct, Cortone, that he introduced and had 100 percent of the market 
in 1956 had completely left the drug market because other competi- 
tors—Upjohn, Schering, the others—came in with their patented 
products and broke into the market. 

Senator Keravver. It is unfortunate that Senator Dirksen cannot 
be here. We waited very late for him Tuesday night. 

Mr. Cuumpris. After all, Senator, he is the minority leader. 

Senator Kerauver. I know that. I appreciate that. But I was 
going to say that at the very earliest possible time we are going to 
have Dr. Smith back to testify. I do not want to cut you off, but 
today’s witnesses have come here all the way from California to tes- 
tify, and the time is very, very brief. I just hope that you reach your 
conclusion without taking too much time. 

Mr. Cuumpris. Well, I have finished, Mr. Chairman—I have fin- 
ished. 

Senator Krravver. I think it should be pointed out in the case of 
chlorpromazine, which is the most potent tranquilizer, that Smith 
Kline & French is the exclusive producer of it. 

Mr. Cuumpris. But they have competitors in the tranquilizer field, 
Senator. 

Senator Kreravuver. That is the main high potency tranquilizer. In 
any event, that matter will be gone into very thoroughly. And they 
make these other tranquilizers. 
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Mr. Cuumepris. But so does Ford make all Fords, that is the point. 
There are more than one tranquilizer, and they are more potent and 
more mild—than just one. 

Senator Keravuver. We can argue that later on. 

Mr. Cuumpris. Mr. Dixon says people have to have drugs and.do 
not have to have automobiles. waakd like to know where this coun- 
try would be if everybody did not have an automobile. Even the poor 
families have automobiles. 

Senator Keravver. I did not hear him say that, Mr. Chumbris. 
Anyway, we will have plenty of time to go into this later. I appreci- 
ate your comments and also your suggestions. 

esterday, and the day before, the subeommittee heard from Dr. 
Austin Smith, president of the Pharmaceutical Manufacturers Associ- 
ation.—Quite properly, Dr. Smith outlined the accomplishments and 
progress of the drug manufacturers. At the same time, it must be 
recognized, and I am sure that Dr. Smith recognizes this, that there 
are differences of view in some of the matters discussed by Dr. Smith 
and other spokesmen of the drug industry. 

At the very earliest time the situation permits, when we get avail- 
able time, we will have Dr. Smith back to complete his testimony. He 
is in Washington. 

I think that no one should be better equipped to apprise the sub- 
committee and the Congress of the inner workings in the drug com- 
panies and of their accomplishments, and their shortcomings, than 
physicians who have occupied important posts as medical directors of 
drug companies or their subsidiaries or divisions. 

We are fortunate in having before us today two physicians, Dr. 
Martin A. Seidell and Dr. Haskell J. Weinstein, who successively oc- 
cupied the position as head of the Medical Department of J. B. Roerig 
Division of Charles Pfizer & Co. 

J. B. Roerig Division had formerly been an independent drug com- 
pany which was acquired by Pfizer. A considerable segment of 

fizer’s drug operations was carried on by the J. B. Roerig Division. 

We will hear first from Dr. Weinstein, who has a prepared state- 
ment. But first, Dr. Weinstein, will you tell us very briefly some- 
thing about your background, education and professional training? 


STATEMENT OF DR. HASKELL J. WEINSTEIN, DIRECTOR, CHEST 
HOSPITAL, CITY OF HOPE MEDICAL CENTER, DUARTE, CALIF. 


Dr. Wetnstetn. I am essentially a native of the State of Washing- 
ton and have had most of my education in Seattle, Wash. I attended 
the University of Washington, where I received a B.S. degree in 1949, 
following military service, and my M.D. degree in 1953. 

Subsequently, I had post-graduate training at the Teaching Hos- 
pital there, in internal medicine, and had further fellowship training 
in infectious diseases. 

I worked in a tuberculosis hospital and chest hospital in Seattle 
until the first part of 1959, at which time I joined the company you 
mentioned. 

Senator Kreravver. Pfizer or its Roerig Division ? 
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Dr. Wetnsre1n. I joined Charles Pfizer & Co., in the Clinical Re- 
search Division, and remained in that division until the middle of 
September of 1959, at which time I moved over to the J. B. Roerig 
Co. as acting medical director, and remained there until the 18th of 
December, when I left the company. 

Senator Keravver. You left the company the 18th of December? 

Dr. Wetnstein. That was the date of my resignation. 

Senator Keravver. What are you doing now? 

Dr. Weinste1n. At the present time I am the director of the Chest 
a of the City of Hope National Medical Center, in Duarte, 

alif. 

Senator Keravver. While your comments may be based in part on 
your experience with Pfizer, are they meant to as applicable only to 
that company or to other drug companies ? 

Dr. Wernste1n. No, they are not meant to apply to nor directed at 
Pfizer. Obviously some of the references and some of my background 
implies that many of these things I learned through Pfizer. But some 
of my conclusions and other observations apply to the entire industry, 
by all means. I do not wish to single out Phzar in any sense at all. I 
do not think that my experiences at Pfizer were unhappy by any means. 
My relationship with them remains very satisfactory. 

y do think that some of the things that I will comment on in my 
statement apply generally, and were observed by me even before I 
entered the industry, and are still being observed by me in the instance 
of other companies in their advertising methods and other practices. 

Senator Keravuver. Any inference that you and Dr. Seidell—Dr. 
Seidell was also with Roerig Division—have joined or are joining to- 
gether in criticizing a former employer is unfounded. It is my under- 
standing there was a time interval between which Dr. Seidell and 
you were both employed by Pfizer, and that you were in different 
divisions of the company, and in fact did not meet each other until 
just today. . 

Dr. Wernste1n. That is entirely correct. I had not seen Dr, Seidell 
until yesterday afternoon—I had never spoken to him. 

Senator Keravver. And your testimony is based on your experience 
and his testimony is based on his experience. 

Dr. Wernstern. Entirely, sir. 

Senator Keravver. There has been no collaboration between you? 

Dr. Wxrnstetn. None whatsoever. 

Senator Keravver. All right. 

Mr. Cuumeris. Mr. Chairman. 

Senator Keravver. Mr. Chumbris. 

Mr. Cuumerts. Dr. Weinstein, in making your observations, are you 
representing yourself, or are your representing an organization ? 

Dr. Wernstern. I am representing strictly myself, sir. 

Mr. Cuumenrts. That is Just one man’s opinion. 

Dr. Wernstetn. Exactly. 

Mr. Cuumpris. How many doctors are there in the United States? 

Dr. WEINSTEIN. 185,000 to 200,000. 

Mr. Cuumprts. I imagine it would be rather difficult for us to get 
185,000 doctors down here to give us their views on what you are 
going to testify. 

Dr. Wernstein. That is right. 
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Mr. Cuumerts. And yours is just 1 voice among the 185,000 doctors. 

Dr. Wernstetn. That is right. 

Senator Keravver. Out of these 185,000 doctors, have many of them 
served as medical directors of large pharmaceutical companies? 

Dr. Wernstern. The number gets pretty big. There is quite a turn- 
over in this field. But nonetheless, I would expect there have not 
been in Roerig more than 10 people in the entire history of the com- 
pany, maybe less. 

Senator Keravver. All right. 

Mr. Cuumerts. But the subjects that you are going to discuss are 
subjects that would be the knowledge of every doctor in the United 
States, and not just the medical directors. 

Dr. Wernstetn. Some of them—but not all. 

Senator Keravuver. All right. 

Mr. Cuumpris. We can have that in mind as to what you testify. 

Dr. Weinstein. Certainly. 

Senator Kerauver. We will hear the statement, and then every- 
body will have an opportunity of asking Dr. Weinstein for any ex- 
planations, examples, or documentation. So I suggest you proceed 
with your statement while some time remains, Dr. Weinstein. 

Dr. Wernstern. My name is Haskell J. Weinstein. I am a physi- 
cian, 38 years old. At the present time I am the director of the 
Chest Hospital at the city of Hope Medical Center, Duarte, Calif. I 
assumed this position on January 1, 1960. For approximately 1 year 
prior to this I was employed by a major pharmaceutical company, 
long enough to make certain observations and reach certain conclusions, 

= comments will relate to the problem under investigation; name- 
ly, the high, possibly excessive prices of drugs. However, I believe 
it appropriate to mention other important areas of possible abuse. 

A major justification for the high prices of many prescription 
drugs has been the very well vubisdied vast expenditures of funds 
and energy by the pharmaceutical manufacturers for what has been 
labeled “research.” This activity has been emphasized to the public 
and to the medical profession by rather grandiose, self-servicing slo- 

ans as “Science for the World’s Well Being, and “Research in the 

ervice of Medicine.” No clear-cut definition has been given by the 
representatives of the pharmaceutical industry of just what is in- 
cluded in their definition of research. 

There can be no question that some very wonderful, exciting, ex- 
tremely important, and productive research has been and is being 
done within the pharmaceutical industry. However, I do not think 
that it would detract in any way from these fine and worthwhile 
activities to point out that much that is called research in the phar- 
maceutical industry has little relationship to what most people en- 
gaged in academic and research activities would consider to be scien- 
tific research. 

It is difficult to escape the apparent fact that many of these research 
activities are directed toward promoting private gain, with public 
yer and advancement of knowledge, if any, being strictly inci- 

ental. 

An example of such questionable research has been the molecule 
manipulation intended to bypass patents and other priority rights, 
and which has resulted in the flood of “me-too” products. 
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Many examples of such molecule manipulation are available. It 
must be granted, of course, that occasionally some slight improvement 
in a drug has been achieved, but most often the only improvement 
has been an increase in potency or “horsepower.” 'The actual added 
benefit to the patient cawene negligible, if any. 

Another type of fruitless research has been the development of a 
multiplicity of drug combinations. Rarely has good medical rationale 
been the basis of these combinations. Indeed, such combinations can 
be detrimental to the patient because they lack flexibility and can 
compound the problems of dosage and toxicity. Despite advertising 
to the contrary, it is rarely possible to achieve an ideal drug regimen 
with a fixed combination of drugs. 

Another type of activity which has been called research but which 
is even more remote has been the battle of the additives, particularly 
prevalent among the tetracycline manufacturers. Fantastic amounts 
of effort and money have been expended in attempting to prove that 
the addition of certain additives such as citric acid or glocoseamine are 
of significant benefit to the patient. The proof has frequently been in 
the form of tortured statistics or vague clinical reports. 

These expenditures and efforts are probably a legitimate business 
expense. However, in all fairness to the public they should be con- 
sidesed not as research but as product development, process develop- 
ment, and promotion. 

In reference to promotion, it should be mentioned that a great many 
clinica] studies are carried out and extensively supported financially 
for the sole purpose of producing allegedly scientific articles at regu- 
lar intervals. These articles are published and actively keep the name 
of the drug before the medical profession. Reprints of such articles 
are considered invaluable for detailing the product to physicians. I 
suspect that the sales manager and his detail men feel naked if they 
don’t have reprints available to give the physician. It is considered 
essential to have, whenever possible, a steady stream of reprints ap- 
pearing at regular intervals long after the drug has been originally 
studied and marketed. 

Unfortunately, few competent investigators will bother studying 
a drug which has been available for a long time, unless some unusual 
or unsuspected application is detected. There are too many new drugs 
clamoring for attention. Some investigators, however, are willing to 
provide case reports on an established drug, using the funds received 
from the manufacturers to support their studies in other, more fruit- 
ful, areas. 

It may be of interest to the committee to know that a substantial 
number of the so-called medical scientific papers that are published 
on behalf of these drugs are written within the confines of the 
pharmaceutical houses concerned. Frequently the physician involved 
merely makes the observations and his data, which sometimes is 
sketchy and uncritical, is submitted to a medical writer employed by 
the company. The writer prepares the article which is returned to 
the physician who makes the overt effort to submit it for publication. 
The article is frequently sent to one of the journals which looks to the 
pharmaceutical company for advertising and rarely is publication 
refused. The particular journal is of little interest inasmuch as the 
primary concern is to have the article published anyplace in order to 
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make reprints available. There is a rather remarkable attitude 
prevalent that if a paper is published then its contents become au- 
thoritative, even though before publication the same contents may 
have been considered nonsense. 

I was involved in a situation which will, I believe, describe the 
relations between the pharmaceutical house and the publisher quite 
adequately. 

I was assigned the task of writing a paper on a new formulation of 
a broad spectrum antibiotic. I was informed that this paper had 
been accepted for publication and the 100,000-plus reprints were or- 
dered before I finished the writing assignment. The paper, of course, 
was published exactly on schedule, which incidentally was within a 
few days of the introduction of the product on the market. 

In contrast, scientific papers I have written have waited many 
months for publication. 

Of further interest may be the existence of a journal, recently 
founded, called “Current Therapeutic Research,” which appears to be 
devoted entirely to pharmaceutical promotion. It accepts no adver- 
tising as such. However, there is a fee per page for any article pub- 
lished and publication is very prompt. The publisher’s major source 
of income presumably is the lucrative reprint market. 

It is my contention that if the companies would carefully evaluate 
their various expenditures which are at present classified under re- 
search, the actual research expenditures would shrink very substan- 
tially and would more accurately reflect the pharmaceutical industry 
contribution to true research. This contribution, nonetheless, would 
be substantial. However, more careful cost accounting may suggest 
that a very much greater proportion of expenses should be attributed 
to promotion and advertising than at present is being assigned. This 
could modify drastically some of the justification for the frequently 
high price of certain drugs. 

The consumer of drugs, the patient, has no free choice whatsoever as 
to whether or not he will purchase the drugs that have been prescribed 
for him by the physician. He can decide not to buy the prescribed 
drugs, but then he is not following advice that he is paying for. 

he law usually requires that the specific prescribed drug be the 
one sold by the pharmacist. As a result, we cannot apply the same 
logic nor rules of the marketplace when we talk of drugs as we can 
when we talk of refrigerators. It is impossible to conceive of anyone 
specifying the particular brand of refrigerator the buyer must 
purchase. 

The entire promotion and advertising program has been directed 
at the physician in recognition of his special role. He has been 
taught, one might almost say brainwashed, to think of the trademark 
name of the drug at all times. Even new disease states have been 
invented to encourage the use of some drugs. He has been exposed 
to remarkably little information concerning the efficacy of the drugs 
he is asked to prescribed. He is given practically no information as 
to the cost of the drugs to his patients. Instead, he is seduced with 
gimmicks of all sorts in an attempt to make him loyal to a particular 
company or a particular drug, with relatively little attention being 
paid to the specific merits of the drug in question. The patient, who 
not only must buy the drug, but is also expected to use it, is often 
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‘exposed to drugs which have been incompletely evaluated, and which 
not infrequently are hazardous. 

In addition to the constant stream of promotion applied directly to 
the physician, there is a rather intense effort made to reach him 
through the patient. 

It is an unfunny joke in the medical profession that the very latest 
information on new advances in medicine most often appears in the 
eminent medical journals such as Readers Digest, Time, and the Wall 
Street Journal. Some of this is legitimate good reporting. How- 
ever, much of what appears has in essence been placed by the public 
relations staffs of the pharmaceutical firms. A steady stream of 
magazine and newspaper articles are prepared for distribution to the 
lay press. These may take the form of so-called informative or 
background articles on conditions such as allergies or edema. Buried 
within the article, there is often a brief paragraph mentioning that 
a great drug has been discovered and manufactured by company X 
and the name of the drug is given. The article does not say that the 
reader should rush to his physician and demand the drug, but the 
implication is usually clear. ied, of course, there is nothing to show 
where the article originated. 

Along the same lines, it is fascinating to consider how many drugs 
first become known through the good offices of the Wall Street Jour- 
nal. The implication of such reports I do not feel entirely competent 
to discuss, T ave wondered, however, what effect such announce- 
ments may have on stock market quotations. 

It may reflect a personal naivete, but it has been my opinion that 
really worthwhile drugs would need no such promotional efforts. 
There is unfortunately prevalent within certain medical circles an 
attitude that the implications of opinions such as mine are that many 
ee are grossly remiss in their duties to their patients and that 

am slurring my medical brethren. This is not true. There is no 


reason to believe that physicians axe any less susceptible to the deli- 
cate arts of the advertising and public relations specialists than the 
average intelligent citizen. 

To make matters worse, physicians are subjected to an almost un- 
believable barrage from these sources. The Pra problem is 


further multiplied by the fantastic number of new drugs appearing 
constantly. Many of these are marketed before definitive informa- 
tion about them is available. The physician’s problem is complex and 
it is not fair, even impossible, to demand that he bear almost the en- 
tire brunt of the defense of the patient from such an overwhelming on- 
slaught. The pharmaceutical manufacturers must bear the burden 
of proof that their products are exactly what they say they are, and 
further that they will do what is claimed for them. The final responsi- 
bility will always be the physicians’ and cannot be shared. How- 
ever, it is essential that he be given the best possible information in a 
reasonable, adult manner. 

Senator Keravuver. Dr. Weinstein, I have been informed by Mr. 
Chumbris that Senator Dirksen wants to be here, but he also has to 
be on the Senate floor. We are up against the further difficulty that 
after this week I understand also that other members will make ob- 
jections to our sitting while the Senate meets. 
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You and Dr. Seidell have come from California. You were invited 
to come before we knew what the situation was going to be. I think 
in fairness to you, to Dr. Seidell, the members of the committee, the 
public, and the are industry, you should be asked details 
and examples of some of the conclusions in your statement, which of 
course cannot necessarily contain all of the details. You have not 
had a chance to finish it. 

I do not know any alternative. I know that I would want to ask 
some questions, and counsel, Senator Hruska, and other members 
of the committee will want to ask questions. Counsel for the majority 
and the minority also will want to. I know of no alternative but to 
recess until tonight. I will say that I know this works a hardship, 
erence on the Senators but I will be here, and I hope other 

enators may. I hope that others will read the statement and write 
down any questions they want to ask, and either counsel or I will 
see they are put to you or Dr. Seidell. 

Senator Hruska. Mr. Chairman, is it the idea of the chairman to 
have another meeting such as that which we had 2 or 3 nights ago? 

Senator Keravuver. I would hope we could make it much shorter. 

Senator Hruska. I just want to say, Mr. Chairman, with all due 
deference to the wisdom and the vast, much greater experience of 
the chairman, I am quite certain that the consensus would be that 
neither the witnesses nor the staff nor the Senators are at their best 
after midnight, nor at their best after 10 p.m. 

These are important hearings. They would not be held if they were 
not important. That is the nature of the business in which we are 
engaged. 

Frankly, I would protest most courteously, however most firmly, 
a repetition of anything like the experience which we had Tuesday 
night. And if it is necessary to take it up with the body of the 
Judiciary Committee, I would propose to do so. 

I think we are getting enough punishment as Senators in the long 
sessions which we have in the chamber itself, without having that 
compounded by extended hearings here beyond already long hours in 
the Senate. 

Senator Keravuver. Senator Hruska, I certainly concede that no- 
body is at his best when we have hearings late at night. I wish they 
could go on sometime today. It seems after about 7 o’clock, and 
usually at night, there are only one speaker and very few Senators 

resent on the floor. A number of committees, such as the Small 
| socom Committee and others, met yesterday afternoon, and the day 
before. We could not meet. 

The doctors tell me they cannot stay over. They have come from 
California. I understand that Dr. Weinstein has to get back. Dr. 
Seidell has to get back. 

I don’t see any alternative, unless we start very, very early in the 
morning, or go on tonight. 

Senator Hruska. Mr. Chairman, I might call attention to the fact 
that the committee was put on notice by Senator Dirksen that objec- 
tion would be had, would be made—that was over a week ago. I think 
most of us who have served here only a short while knew what was 
forthcoming in a general way as a result of the present parliamentary 
situation in the Senate. And I would regret as keenly as anyone the 
inconvenience caused others. 
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But I do think there is a price which would be too high to pay in 
terms of not only impaired efficiency, but likewise impaired health of 
some of those going through a very strenuous schedule. I do not think 
it is worth it. I do not think we are doing these hearings justice when 
we hold them under these conditions. 

Senator Krravver. Senator Hruska, you and I are young fellows. 
We are healthy. 

Senator Hruska. I want to stay healthy, Senator. 

Mr. Cuumpris. Mr. Chairman, on behalf of Senator Dirksen—at the 
executive session, when we were planning these hearings, he stated 
that it would have been perfectly all right to have held these hearings 
any time from February 3 until February 8 or 9, I believe it was, be- 
cause after that time there were times when the Senators would be 
out of the city. We all were on notice on February 15 the civil rights 
was coming up. 

I know these people came from California. But Senator Dirksen 
gave Mr. Dixon, through me, a notice that starting with the civil 
rights subject, that they would be starting at 10 o’clock in the morning 
and it’ would probably be until 10 or 11 o’clock at night. 

I notice that in the press comments have been made to indicate 
that, Senator Dirksen is trying to block this investigation, which is 
not so. He was the one who made the motion for the $425,000, as the 
chairman very well knows, And the inference has been that he is try- 
ing to block this investigation. 

He agreed between February 3 and 9 these people could have come 
here. There were no civil rights hearings scheduled. We knew that 
the schedule of the Senate was such when the hearings could be held, 

I think in the 3 years that Senator Dirksen has been active in the 
Antitrust and Monopoly Subcommittee, it has only been very rare oc- 
casions when he has asked that the rule be invoked. 

As you know, he has to be on the floor. He is on the floor from 
10 o’clock in the morning until 11*or 12 at night. He is within the 
space of 10 or 15 feet from the Senate floor in his minority office. 

I think it is unfair, the way he has been bandied about in the press, 
that he has been specifically trying to block these drug hearings. He 
is not any more trying to block the drug hearings than he has tried 
to block any of the other investigations that the Antitrust and Monop- 
oly Subcommittee has held, although he has fought as vigorously 
as he possibly could to present a fair and objective point of view, 
and to present the philosophy that he believes in our competitive system 
in the United States. 

Senator Keravver. Thank you, Mr. Chumbris. Certainly I have 
not tried to state anything about Senator Dirksen; he is fully within 
his rights. I had hoped that he might attend yesterday morning and 
this morning, before the Senate was in session. I know he is awfully 


busy. 

Mr. Cuumeris. He meets with the majority leader 15 minutes before 
the session starts. He only had 15 minutes. 

Senator Keravver. As to the original ee of these hearings, 


we were told that if they were held just before the Lincoln Day recess, 
the minority Senators would be away. There were 2 possible days of 
hearings before the Lincoln Day recess started. But in further dis- 
cussion it was decided not to try to start these hearings on those 2 
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days, but to schedule them all after the recess. I certainly had no 
idea that the Senate would be meeting at 10 o’clock in the morning or 
that it would meet until 11 every night. I was not advised until after 
these witnesses had been invited and scheduled to come that there 
would be objection to our meetings. 

Furthermore, I hoped that it would turn out there wouldn’t be any 
important votes on the floor, and that even if there was an initial ob- 
jection, it might be withdrawn. 

Furthermore, and speaking frankly, Dr. Weinstein’s statement has 
been released to the press, part of it has been read, it is available to 
everyone. Dr. Seidell’s has been released also. 1 think that these 
statements should not be left hanging fire, that examples should be 
given, experiences cited about what has happened, in order to back 
these statements up. In fairness to the witness, to the Senate, to the 
pharmaceutical association, and everybody else, we ought to try to get 
these statements completed while these gentlemen can stay here. 

I do not want to meet tonight if we can help it. But I think that 
we will have to caucus the committee and either have a meeting to- 
night or 8 o’clock in the morning. I think in fairness that ought to be 
done. Of course, I want to go by what the committee wants done. 

Is that satisfactory ? 

Senator Hruska. If the committee can be caucused; it can be 
polled. I just wanted to say that if there is a disposition to follow 
the same procedure, I propose to advance for the committee’s consider- 
ation a rule which would set an hour limit beyond which meetings 
mat not be held. I think that is in all fairness. Also, when they 

egin. 

These hearings are important. If they were not, we would not be 
giving them all the expense and effort and attention which we have 
been giving them. And I think they should be accorded the proper 
type of hearing in proportion to their importance. 

Hinaue Keravuver. Nobody disagrees with you on that. 

Senator Hruska. Also, the drain on our energies and on our time 
is cumulative. Any one meeting is not bad. But when we are at it 
week after week after week, and stretch it out into months, the toll is 
heavy. And I do not think we should encourage it. 

Senator Keravver. I think it is very important to the public and 
to everybody else that we try to get on with these hearings, so that we 
can get legislative recommendations considered before the full com- 
mittee. Dr. Weinstein, beginning on page 11 of his statement, does 
have legislative recommendations—not in legislative terms, but in 
medical terms, lay terms. 

Senator Hruska is completely in his rights if he wants to present 
to the subcommittee or the whole committee a suggested rule. I think 
we will have to leave it this way. We will recess until 15 minutes 
after the recess of the Senate. We will try to ascertain when the 
Senate is going to recess. It might be an earlier hour. If we do 
not meet then, I think we will have to try to meet at 8:30 in the 
morning. 

I will ask counsel for both sides to poll the committee and see 
what their wish is in the matter. 
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Those are the only alternatives under these circumstances that I 
know of. 

I will try to see this does not happen again, Senator Hruska, 

Senator Hruska. Well, I want to oy see chairman is within his 
rights in taking this action. I do not believe a polling of the com- 
mittee is satisfactory. I think it should be a discussion by the com- 
mittee in executive session, because all of these factors should be 
thoroughly considered. 

I think when we are here until 11 or 12 at night, and are asked to 
get up at 6:30 or 7 and asked to be here at 8:30 in the morning, that 
is going a little bit too far. I do not believe we can do our best. 
And we certainly cannot do it very long. 

Senator Keravver. I really think that these all-night sessions over 
here, these late sessions of the Senate—— 

Senator Hruska. Well, that is no signal for compounding a felony 
by asking us to stretch our hours beyond and in addition to what we 
already have. 

Senator Krerauver. In any event, I have some responsibility in the 
matter, and you have. I will have to let the decision stand, that. we 
will stand in recess until 15 minutes after the Senate has recessed or 
until 8:30 in the morning. It would be preferable to have an execu- 
tive meeting, but if we cannot get the committee here at 10 o’clock 
in the morning, I do not know when we can get the committee present. 
Everybody is entitled to stress his views ame it. So we will have 
to let the matter stand as it is. 

We will stand in recess, and I will ask the staff to inform the wit- 
nesses and the press and everybody else as to what time we will meet 
again. 

(Whereupon, at 10:15 a.m, the hearing was recessed subject to call 
of the Chair.) 
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THURSDAY, FEBRUARY 25, 1960 
U.S. Senate, 


SvuBcoMMITTEE ON ANTITRUST AND MoNoPOLY 
OF THE COMMITTEE ON THE J UDICIARY, 
Washington, D.C. 

The subcommittee met, pursuant to recess, at 10:30 p.m., in the 
caucus room, Old Senate Office Building, Senator Estes Kefauver 
presiding. 

Present : Senators Kefauver (chairman) and Hruska. 

Also present: Paul Rand Dixon, counsel and staff director; Donald 
P. McHugh, counsel; Horace L. Flurry, counsel; Peter N. Chumbris, 
counsel for the minority ; Nicholas N. Kittrie, counsel for the minority ; 
Lucile B. Wendt, attorney; Dorothy D. Goodwin, attorney; Bushrod 
Howard, attorney ; Dr. John M. Blair, chief economist; Dr. E. Wayles 
Browne, Jr., economist; Dr. Irene Till, economist; Herschel Clesner, 
special consultant; Paul S. Green, editorial director; Gladys E. Mon- 
tier, clerk. 

Senator Kerauver. We will get started now. 

I may have neglected to point out in my opening remarks early this 
morning that when Doctors Weinstein and Seidell were scheduled to 
appear, and we were informed that they might have something to say 
about Pfizer or one of its subsidiaries, I asked counsel to advise Pfizer 
of their appearance, and to offer them an opportunity of appearing 
immediately thereafter with any statement or rebuttal that they 
wished. We had a telegram from them that they did not wish to ap- 
pear, but they wished to furnish some statements. Their statements, 
when we have received them, will be made a part of the record. Later 
on in the hearings they will appear in connection with other phases 
of the drug investigation in order to testify fully. But I wanted the 
record to show that we advised them, gave them ample notice, and had 
a telegram back from them. 

Let me mention that subpenas have been served on both Dr. Wein- 
stein and Dr. Seidell, so they are here under subpena. 

Dr. Weinstein, how far did you get with your statement ? 

Dr. WernsteEIn. I was in the middle of page 7, sir. 

Senator Kerauver. You may proceed now. 


STATEMENT OF DR. HASKELL J. WEINSTEIN—Resumed 


Dr. WetnsteErn. Efficacy of drugs is a very difficult area of study. 
There is a common misconception that under our present laws the 
Food and Drug Administration determines efficacy of drugs before 
they are put on the market. The Food and Drug Administration does 
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not attempt to verify the claims made for any particular drug provid- 
ing that the indications have been studied and that broad tolerance 
and safety limits have been established. 

The manufacturer is required to carry out the efficacy studies and 
this he does through the services of medical centers and physicians 
throughout the country. Of course, frequently excellent investiga- 
tors are involved and careful objective studies are done. On the other 
hand, a number of drugs have been put on the market with efficacy 
claims based on extremely meager and unobjective observations by 
people not truly qualified to make such observations. Also, there is 
absolutely nothing in the law to prevent the manufacturer from com- 
pletely ignoring unfavorable reports. One company in its advertising 
for one of its products blithely states that there have been over 200 
reports in the literature about this particular drug. 

‘hey neglect to say that 60 percent are not entirely favorable or 
pertinent. The Food and Drug Administration does not determine 
the qualifications or objectivity of the individuals who provide the 
data on which new drug applications are based. Very meager and 
uncritical observations have been allowed to serve as justification for 
granting permission to advertise and market certain drugs for life 
threatening conditions. Such uncritical action is potentially danger- 
ous, especially if it encourages the use of an inadequately studied drug 
to supplant a proven and effective agent. 

It is difficult to find in the medical literature comparative studies of 
many of the drugs presently on the market. The reason for this is 
quite simple. It is anathema to most of the drug manufacturers to 
consider comparative studies. The reasons usually given relate to un- 
fair competition and poor sportsmanship but fundamentally they boil 
down to the fear that many of our presently popular drugs would not 
fare very well if compared with established and respected items. 
Some such studies have been done, a few have even appeared in the 
literature, and the results have frequently confirmed the reality of 
such fear. 

The drug efficacy problem is also reflected in promotion and adver- 
tising. It is my opinion that the intensity of promotion and advertis- 
ing devoted to any drug varies inversely with the efficacy of that drug. 
The tranquilizers are an excellent example of such a ; relationship. 

I wish to mention a related problem which has not received adequate 
attention but is probably of even greater significance than the price 
and promotion of drugs, and that is the very real problem of drug 
toxicity. Many drugs carry a significant toxicity burden, but some 
are promoted in such a fashion as to lull the physician concerning the 
hazards involved. A case in point might be the antibiotic, chlor- 
amphenicol manufactured by Parke Davis. Very impressive evidence 
concerning the incidence of severe, and often fatal blood disorders 
attributable to the drug has been published. 

In the early 1950’s, not long after the drug was introduced, the po- 
tential hazard of chloramphenicol was recognized and widely publi- 
cized. The manufacturer was required to include a warning con- 
cerning this hazard in the package insert and in advertising. The 
use of this drug decreased substantially. However, it is a useful 
antibiotic because of its better than average efficacy against the 
staphylococcal organism which has become so troublesome. 
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A very effective and intensive advertising campaign has taken ad- 
vantage of this feature of chloramphenicol and has resulted in a re- 
markable increase in its sales. Throughout this campaign the re- 
quired warnings have continued to appear where required. However, 
the effect of such warnings have often been greatly diluted by reassur- 
ing detail men who have been known to imply that the warnings are 
based on ancient history, and probably on faulty observation as well. 

This argument is often clinched by a statement that if the relation- 
ship was anything but coincidence there would be even more causes 
occurring now to parallel the increasing use of chloramphenicol but 
there have been no reports of any such cases recently at all. The busy 
physician rarely has the opportunity to investigate the validity of 
such statements. 

The Subcommittee on Blood Dyscrasias of the Committee on Re- 
search of the Council of Drugs of the American Medical Association in 
January 1960 distributed a bulletin to hospitals, medical societies, 
pharmaceutical manufacturers and other interested groups. This sub- 
committee has concerned itself with collecting reports since 1953 on any 
blood abnormalities which have been observed in connection with the 
administration of drugs. Such reports may not be completely repre- 
sentative of the total incidence. This most recent summary of such 
blood abnormalities associated with chloramphenicol shows that prior 
to June 30, 1959, the subcommittee had received reports of 28 cases 
in which chloramphenicol was the only drug known to have been taken 
by the patient. In the 6 months period from July 1, 1959, to Decem- 
ber 31, 1959, there were 19 additional cases reported. There had been 
11 cases reported prior to June 30, 1959, in which chloramphenicol 
had been used in conjunction with other drugs which have been sus- 
pected of having similar hazardous potential. An additional seven 
cases were recorded in the last 6 months of 1959. A third group con- 
sists of cases who received chloramphenicol plus other drugs, none of 
which are known to cause such difficulties. Prior to June 30, 1959, 
48 cases had been recorded. Subsequently, 17 cases have been added. 

In summary, a total of 87 cases of blood dyscrasia, most of them 

resumably fatal, were reported to the American Medical Association 
in the 6 years prior to June 30, 1959. In the subsequent 6 months, an 
additional 43 were recorded. In almost half of these 43 cases 
chloramphenicol was the only drug the patient was known to have 
taken. There is, of course, need to evaluate the meaning and true 
significance of these figures. The importance of these observations, 
however, is that the manufacturer has made no recognizable effort to 
keep the prescribing physician informed of present trends. Unfortu- 
nately the statistics I mentioned rarely filter down to the practicing 
physician as promptly as they should. The advertising for chloram- 
phenicol reaches him very frequently, however. 

More subtle hazards to the patient can be cited. A good example 
is the antianemia preparations which in shotgun fashion are theoreti- 
cally designed to treat anemias of all varieties. The very real danger 
to the patient is that such products have the potential of masking, 
until too late, very serious conditions, especially cancer. It has been 
appropriately said that many more people will be killed by such prod- 
ucts than by all the contaminated cranberries and stilbestrol treated 
chickens combined but that much less is likely to be done about them. 
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The above remarks are meant to be introductory. I would now 
suggest the following possibilities for reform: 

1. I will recommend that the drug manufacturers be required to 
clearly identify expenditures for research as those which are devoted 
to basic studies. This would not affect the overall cost but would give 
a better picture of what is going on, as well as markedly decrease the 
justification for some of the very high prices. 

As a corollary to this point it should be mentioned that a great 
many extremely fine scientists are employed by those manufactures. 
Their talents should not be expended on patent bypassing chemical 
manipulations, on ridiculous mixtures of drugs, or inconsequential ad- 
ditives to established drugs. Since the number of well trained capable 
scientists is severely limited, their potential should not be wasted. The 
long term benefits of the appropriate utilization of the abilities of these 
skilled individuals would be immeasurably greater. 

2. I would recommend that advertising of pharmaceutical products 
be drastically modified by requiring that a simeeiiabaas be directed 
toward the generic name of the product and that the trademark name 
become definitely secondary. The generic name must be reasonable 
and descriptive if possible. This, 1 believe, would promptly permit 
true competition wherever possible and would be very much of a serv- 
ice to the patient since he would be able to obtain drugs at the lowest 
cost if he was not burdened by the necessity of paying for the trade- 
mark. To make such a program successful it would be necessary to 
consider revisions in the patent laws to permit more liberal licensing. 

3. I would recommend that on every piece of advertising going to 
physicians that the price of the drug to the consumer be clearly 
stated. This, of course, would not preclude the physician from 
prescribing the particular drug. However, it may make him think 
twice before prescribing a drug which is of uncertain value, espe- 
cially if the price is as high as it is for some of the tranquilizers. 

4. The problem of efficacy is, as mentioned earlier, very difficult. 
I would recommend that possibly the National Institutes of Health 
and similar major research centers be given the responsibility of 
evaluating drug efficacy before the drugs are ever marketed. This 
should be paid for by the manufacturers, but through a central 
Government agency. Of necessity, the manufacturer would have to 
carry out all of his present studies of new drugs and new formula- 
tions not only to insure safety but to demonstrate the real feasibility 
of definitive efficacy studies. One of the extremely worthwhile re- 
sults to be anticipated from such a program would be the very drastic 
reduction in the number of drugs appearing on the market. This 
would certainly be welcomed by the physician and the pharmacist. 
I doubt very much that any really worthwhile drug would fail to be 
developed because of such a system. The brief delay in marketing 
which this would entail would never be detrimental and almost in- 
variably would be beneficial. At the present time there are certain 
studies being carried out on drug efficacy, particularly in the tran- 
quilizer field, but these are being done long after the product under 
study has been extensively promoted. These studies, to be of value, 
should be done before the fon ever appears on the market. 

5. There is need for very intensive education efforts by the Amer- 
ican Medical Association and allied medical groups. Objective re- 
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ports are published frequently. Unfortunately, however, these re- 
ports often appear long after the drug has been marketed. In my 
opinion, these reports should be published at the time of introduction 
oF the drug. If there is inadequate information to publish such re- 
ports at that time it is also very likely that there is inadequate in- 
formation to permit general distribution and marketing. Further 
I would suggest that these reports be included in the advertising of 
the product and that they also be included as package inserts. I 
would make it the manufacturers’ responsibility that such reports be 
made available to the physician rather than depend on his remember- 
ing everything he reads. It is obvious that it may be months between 
the time the physician would reach such a report before the occasion 
to use the drug arose. 

6. Advertising standards must be clearly established and enforced. 
Most reputable journals have such standards but they are not bind- 
ing on the manufacturer in the other media he uses, and even the 
best standards at present do not seem able to cope with excesses and 
distortions. It seems inescapable to me that the appropriate Federal 
agencies must play a bigger role in this area. 

It is my sincere conviction that by far the most useful and prac- 
tical approach to the problems at hand is by means of public exposure 
and discussion. I think that most of the problems that have been 
discussed should first be submitted to voluntary solution utilizin 
seme available facilities. The more drastic approaches shoul 

e reserved until there is evidence of failure of such voluntary meth- 
ods. I do not think that the price of drugs, nor the excessive profits, 
can be separated from some of the oaaianee discussed here. As a 
matter of fact, some of the latter are extremely more important. I 
think it would be tragic to overemphasize pricing and ignore the 
problems of safety and efficacy. 

The men I have known in the industry have been honorable, re- 
sponsible individuals. However, I have been impressed by their 
fairly uniform lack of acknowledgment that the pharmaceutical in- 
dustry was not exactly the same as the automobile or chemical indus- 
try. There was always much talk of responsibility to the medical 
profession, but I was never convinced that there was any real belief 
in such a concept. There was certainly little understanding of re- 
sponsibility to the ultimate consumer. But these men are realists. I 
am sure that they will respond appropriately and make the necessary 
changes in their methods, rather than encourage governmental 
intervention. 

I hope that the statements I have made will not be construed as a 
denunciation of the pharmaceutical industry. I have tried to point 
out some of the areas which have led to difficulties and which, in my 
opinion, cry out for correction. There is much that is good that can 
be said for the industry. However, they have excellent spokesmen of 
their own. 

Senator Kerauver. Thank you very much, Dr. Weinstein. 

I know that you feel a sense of responsibility to the public, to your- 
self, to the medical profession, and to the pharmaceutical profession. 
Otherwise, you wouldn’t be here. So far as I am concerned, I want to 
thank you for your statement and your effort to try to give this sub- 
committee and the American people the benefit of your experience. 
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I am going to ask a few questions. Then I know Senator Hruska 
will have some questions, and also counsel. I hope that all of us can 
keep our questions fairly short, and you can keep your answers as brief 
as you can, while still giving an adequate response. If there are any 
lengthy responses, or if you wish time to prepare any response, speak 
up and we will discuss the matter of giving you that opportunity. 

First, on page 2 of your statement. Dr. Weinstein, you talk about 
examples of molecule manipulations which you don’t think add to the 
improvement of the drug, but only make it more potent. Would you 
name some examples of what you have in mind? 

Dr. Wernste1n. I would name, for example, the various pheno- 
thiazine derivatives which have been discussed here, I believe thor- 
azine, compazine, the whole group, where there is very little to choose, 
_ from the other except different potency, but the effect is exactly 
the same. 

The same may be said of the various reserpine derivatives that are 
available now. The monoamine oxybase inhibitor derivatives which 
are derived from iproniazid, such as Nardil and Niamid, are closely 
related. There is very little to choose among them—slightly differ- 
ent dose, slightly different effect. But the drug is essentially the same. 
There is some question about the new cortisone derivatives, whether 
they are merely manipulation. There probably has been no tremen- 
dous change in their characteristics since prednisone and prednisolone 
came along. They were quite an important change. 


Subsequently, the changes have been, in my opinion, in intensity 
of effects only. 


Senator Keravuver. You mean that in prednisone and prednisolone 
and triamcinolone, the potency has been increased ? milligram 
tablet is made up of a smaller milligram? But you think the prin- 


cipal effect and also the side effects are substantially the same? 

Dr. Wernste1n. I think they are, sir, very definitely. 

Senator Keravuver. Then the point you make is that, in bringing 
out new drugs, sometimes they are better, but sometimes you say that 
there is little or no difference. As to the advertising cost, it takes up 
ot moe and time of the scientist, and adds to the expense of the 

rug? 

Dr. Wetnsten. I would say that this sort of work must not be 
just discarded and say we shouldn’t do it. I do say that certain 
work along this line must be done all the time, because every once in 
awhile there is an important breakthrough made, where a much better 
drug is found. However, this is different from marketing that drug. 
Unless you have something that is really worthwhile, I would suggest 
it not be marketed. But such research is often important. 

Senator Kreravuver. Then does this not also have some effect upon 
the added cost to the druggists, requiring them to carry a tremendous 
stock of drugs by trade names, which add up to an expensive inven- 
tory? 

Dr. WetnsteIn. Sir, that seems reasonable tome. But I don’t know 
the druggists’ business very well. It sounds reasonable. 

Senator Keravuver. You don’t want to testify about the retail price 
of drugs? 

Dr. WetnsteIn. I am not competent to testify about that at all. 
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Senator Keravuver. You give an example of how you were called on 
to write a scientific paper and the market for the paper had been found 
before you even finished it. 

First, before we leave page 2, you talk about the combination of one 
drug with another, that it may be detrimental to the patient because 
of inflexibility which can compound the problems of dosage and tox- 
icity. What do you mean by that? 

Dr. Wernstein. I can give you an example. If you combine a 
steroid with a tranquilizer, as is being done by quite a few of the com- 
panies, your problem is to give the patient enough of the tranquilizer, 
if that is the effect you want, without overdosing him with the steroid. 
Or if you give him the right amount of steroid, you may not achieve 
any tranquilizing effect. And you don’t have the flexibility—how- 
ever, if you use the two drugs separately, you can have maximum ster- 
oid and tranquilizer effect. But when your hands are tied with a 
single pill, even though there may be two or three dosage forms of 
that particular pill, you don’t have the freedom of action you must 
have. If you have ample tranquilizer effect, you may very well be 
in the excessive stage of the steroid effect for that patient. 

Senator Krerauver. And so by using enough to get the results you 
want in one direction, you might do harm to the patient in the other 
direction ? 

Dr. WeinstEIN. Exactly. 

Senator Keravver. As far as I am concerned, I would appreciate 
your talking in lay language to the extent possible. 

Dr. Wernstetn. I will do my very best, sir. 

Senator Keravuver. Then you say another type of activity which 
has been called research, but which is even more remote, has been the 
battle of the additives, particularly prevalent among the tetracycline 
manufacturers. Will you give us an example of what you mean 
by that? 

Dr. Wernste1n. Well, the two best known examples are probably 
the products that Pfizer puts out, which are the tetracyclines, with 
glucoseamine. Glucoseamine is a substance naturally found in the 
blood. 

Senator Krrauver. Let’s both of us lift our voices a little. 

Dr. Wernstetn. Glucoseamine is a naturally occurring substance 
which occurs in the blood. And this has been added to the tetra- 
cyclines, with the hope that this would increase the absorption of the 
tetracyclines. This is the only thing hoped for. There is nothing in 
the combination to change the effect of the drug itself, the tetracycline 
itself. And the efforts that went into trying to prove this, and this is 
certainly far from proven at the present time, have been really quite 
extensive and quite fantastic. ‘The concensus in the medica] literature 
is that these additives add nothing to these antibiotics. They are 
merely an extra piece of luggage that is carried around. ‘The other 
example of the same sort of thing is the Achromycin V products, with 
citric acid, that Lederle puts out. The intensity with which these 
have been promoted, as though they were something really special, is 
quite fantastic. That promotion has died down at. the present time. 
But in the last year and the year before that particularly, there was 
rarely a day’s mail arriving without at least one piece from each of 
the companies on this subject. 
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Senator Keravuver. On page 4 you discuss “Current Therapeutic 
Research,” devoted entirely to pharmaceutical promotion. You say 
it accepts no advertising as such. Tell us something about it. 

Dr. Wernsre1n. The “Current Therapeutic Research”—I can tell 
you very little about it, except that I have seen the journal, and I have 
seen the prospectus that the editor or publisher, whichever it was, sent 
out, outlining the conditions. It wasn’t as blatant as it may sound. 
It was an offer to anybody that they would publish any article, and try 
to guarantee publication within 2 or 3 weeks after submission, and 
there was specified a fee per page. And in the journal I have seen— 
I have seen, I believe, one issue of it, possibly two, I can’t recall ex- 
actly, every article in it was strictly from a pharmaceutical company. 
And none of the articles were of any stature. 

Senator Keravuver. And the prospectus said that they would pub- 
lish whatever was presented to them ? 

Dr. Wetnste1n. That is right, sir. 

Senator Kerauver. Would a doctor know that a fee was being paid 
for its publication ? 

Dr. Wetnstern. I am sure the doctor doesn’t know that. 

I remember seeing some minutes of a meeting of the Pharmaceutical 
Manufacturers Association—I presume the individuals involved should 
be testifying to this, but it bears a little bit on this subject—at which 
time there was some discussion, apparently, of having the Pharma- 
ceutical Manufacturers Association start a journal of their own, be- 
cause of the problem of getting articles published as quickly as they 
would like to have them published. Even though there are many co- 
operating journals—still the flood of articles is such that there is often 
a delay, nevertheless. And in these particular minutes, it was de- 
cided not to do that. This was the first time I saw any mention of 
“Current Therapeutic Research.” The mention is “This journal is 
coming out, let’s give it a try before we consider starting our own 
journal.” ° 

Senator Keravuver. And it still is being published ? 

Dr. Wernstr1n. To the best of my knowledge. 

Senator Kerauver. We have been told that some medical journals 
have strict standards for taking advertising, and some very loose or 
no regulations at all. Do you know about that ? 

Dr. Wernsrein. I assume that, sir. I cannot say that I know what 
the regulations are, whether they have been specified and written 
down someplace. This conclusion is inescapable, as one looks at the 
various journals. 

Senator Keravuver. Does the advertising material from any of the 
companies that are given to the physicians by detail men ever carry 
the cost of the medicine, to your knowledge? 

Dr. Wernstern. I cannot answer that. 

Senator Keravver. I mean the price to the physician. 

Dr. Wetnsrein. Yes. I receive from several of the small com- 
panies, the names of which I cannot recall at the present time, and 
these are mostly distributing companies rather than manufacturers, 
price lists on their drugs. ‘And then there are a couple of very, so f 
small companies who make few products. There is one in the Mid- 
west. I wish I could remember the name right now. 


aa aul Ooo] Oem © ee OF tS” eC. &, 





ADMINISTERED PRICES 10259 


Senator Keravver. Is that a company out at Des Moines? 

Dr. Wernsrern. It may be. They send out a little postcard very 
often in which the price of the drug is listed. It is not a drug I would 
care to use particularly, but they do mention the price in the ad- 
vertising. 

Senator Kerauver. Does that prevail in the larger companies ? 

Dr. Wetnste1n. Not to my recollection, sir. 

Senator Kerauver. We have examined a good deal of the advertis- 
ing material of Merck and Schering and some of the other companies. 
They don’t seem to have the price to the druggist, or to anyone else, 
on the material. 

Dr. Wernsre1n. The advertising—at least some of the advertising 
that goes to the pharmacists does carry the price. 

Senator Krerauver. Physicians are interested in the economic wel- 
fare of their patients and how much they have to pay for drugs. 

Dr. Wer1nstern. Certainly, I think they are. I am very sure they 
are. 

Senator Keravuver. On page 6 you have a statement that many 
drugs first become known theo the good offices of the Wall Street 
Journal and other popular periodicals. Can you tell us about that? 

Dr. WEINSTEIN. Well, I can cite an example. Possibly that might 
be the best way. The example that comes to mind at the moment is 
the anticholesterol drug that Merrill & Co. has had under test for the 
_ 8 or 9 months, maybe a little longer than that. It hasn’t seen the 
ight of day by any means yet, and it has not been marketed. But 
there have been a number of articles that I have seen, easily three or 
four, very brief little notes, saying how well this was coming along 


and how a, tne this is going to be. What the source of these 


articles was, I cannot say. But it has been very impressive, that they 

have appeared there, whereas I have seen nothing in the official medi- 

cal literature. There have been a couple of reports at meetings, but 

nothing in the published literature that I have seen personally. May- 

> there has béen something that I have missed on this particular 
rug. 

Senator Keravuver. It first came to light through notices in the: 
Wall Street Journal? 

Dr. Wetnstetn. At least it first came to my attention that way. 
Whether there was other information elsewhere I cannot say. 

Senator Kerauver. What company was that? 

Dr. Wernste1n. This is Merrill, I believe, sir. Vick Chemical Co. 

Senator Krravver. Do you know anything about its stock be- 
havior, or what result that had on it? 

Dr. Wernstern. I don’t participate to any extent in the stock 
market, sir. But I think it has been brought to my attention that the 
stock has gone up very substantially. But I cannot speak with any 
authority of this. 

Senator Kerauver. You say on page 7: 

One company in its advertising for one of its products blithely states that 
there have been over 200 reports in the literature about this particular drug. 
They neglect to say that 60 percent are not entirely favorable or pertinent. 

What company and drug is that? 

Dr. Wernstetn. This is J. B. Roerig Co. And the drug is Atarax. 

Senator Keravver. J. B. Roerig Co. is a division of Charles Pfizer? 
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Dr. WEINSTEIN. Yes, sir. 

Senator Keravver. What drug is this? 

Dr. Weinstein. Atarax, hydroxyzine. 

Senator Kerauver. What is that used to treat ? 

Dr. WernsteErn. It isa tranquilizer primarily, sir. 

Senator Kerauver. And what advertisement is that ? 

Dr. Wernsretn. This is in practically all of their advertising. 

I know a little bit about their advertising, after working with some 
of it. And this statement has appeared in very substantial percentage 
of it, in the bibliography portion, where they are usually describing 
certain references to what they say in the ad. And then they will list 
a few papers specifically. And then at the bottom very often there 
will be a reference saying “over 200 references in the literature,” or 
words to that effect. 

Senator Krrauver. And 60 percent of these were unfavorable? 

Dr. Wernstetn. Very definitely, sir. 

Senator Krrauver. Is this advertising that is sent to the druggist 
or to medical journals or both ? 

Dr. Wernstetn. It is in medical journals and direct mailing. I do 
want to say one thing. I didn’t mean to say these were all necessarily 
unfavorable. Many of these just pass by the drug, list it, and make 
no comment one way or the other. They tested it and were not im- 
pressed. This does not mean detrimental reports. I want to be sure 
that is understood, Have I made my point clear ? 

Senator Kerauver. Well, I think we understand—of 200 tests made 
with this particular drug, 60 percent were not pertinent, didn’t work 
out, or were not favorable. 

Dr. Wernstern. That is right, sir. 

Senator Hruska. Well, Mr. Chairman, I would like to inquire at 
this point what the meaning of that language is in your statement, 
then, Doctor. The language reads as follows: “They neglect to say 
that 60 percent are not entirely favorable or pertinent.” 

Dr. Weinstein. That is right, sir. 

Senator Hruska. That is not the way it was characterized here just 
a minute ago. 

Dr. Wernste1n. What I wanted to be sure was the Senator had 
said these were all unfavorable reports, the 60 percent. Now, some 
of these 60 percent. were merely of no consequence. They just merely 
had the drug listed as one of maybe 100 different drugs. This is what 
I mean by “not pertinent.” And I didn’t want the implication to go 
across that all 60 percent of these were unfavorable reports. 

Senator Hruska. Are any of these unfavorable ? 

Dr. WernsteIn. Yes, sir, there are. 

Senator Hruska. Your statement didn’t so say. Maybe you have 
some omissions in your statement. 

Dr. Wernstetn. I am sure I have, sir. 

Senator Hruska. What about 40 percent of the reports? 

Dr. Wrernstetn. Well, these 40 percent are the favorable reports. 

Senator Hruska. And 60 percent are not entirely favorable. Does 
that mean that some of them are partly favorable? 

Dr. Wer1nste1n. They cover the whole gamut, all the way up to 
feeling that the drug is completely worthless, up to a complete dissent, 
and it stops at that point. 
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Senator Hruska. And some are completely irrelevant? 

Dr. Weinstein. That isright, sir. Ifthe report had anything more 
than complete dissatisfaction with the drug, after testing, then I con- 
sidered it a favorable report. 

Senator Keravuver. If it has what—— 

Dr. Wernstern. If it has anything good to say for the drug at all, 
I considered it a favorable report. But anything else besides that, 
I said was not entirely favorable or pertinent. 

Senator Kerauver. You mean that there may have been side effects, 
for instance, that were not reported in some cases ? 

Dr. WEINsTEIN. Occasionally ; yes, sir. 

Senator Keravuver. At the bottom of page 8, I think you should 
identify chloramphenicol. What is its trade name? 

Dr. Wer1nsteIn. The trade name is chloromycetin. 

Senator Kerauver. And who manufactures that? 

Dr. Weinstein. Parke, Davis & Co. 

Senator Kerauver. You use the expression “blood dyscrasia.” What 
does that mean ? 

Dr. Wertnste1n. Blood dyscrasia is any abnormality of the blood, 
due either to a disorder in the blood-forming organs, or in the blood- 
destroying organs. It is manifested by abnormalities in the blood, 
and measured by determining what happens to the blood. 

Senator Krravuver. Blood dyscrasia, then, very frequently is an 
eating up or doing away with the white as well as the red corpuscles, 
starting a process that you can’t stop? Or will you just describe what 
the process is? 

Dr. Weinstein. There are many, many, kinds of blood dyscrasias. 
An anemia in essence is a blood dyscrasia. A blood dyscrasia can 
affect any or all three of the components of the blood. T hat is the 
red cells, the white cells, and the platelets, which assist in clotting 
the blood. And when it affects all three of these, it is called pancy- 
topenia, or aplastic anemia. And the intensity of the symptoms and 
the final outcome depends upon which of these systems is involved, 
the most serious being the one in which all three systems are involved, 
the aplastic anemia. 

Senator Kerauver. This often results in fatality ? 

Dr. Wrr1nsteEIn. Very, very often, it is fatal; yes, sir. 

Senator Keravuver. We have had reports about this situation. The 
drug, however, is valuable if perhaps all other hope is gone, under 
very unusual circumstances. 

Dr. Wetnste1n. There are a few specific circumstances where this 
drug would be absolutely essential, where nothing else would take its 
place. Under those circumstances, these risks are justified, by all 
means. 

Senator Kerauver. What are those circumstances ? 

Dr. Wernstein. One, of course, would be typhoid fever. Then 
there is some question whether or not typhus would not be a worth- 
while situation. And then in the staphylococcal diseases, which I am 
sure you are familiar with to some extent, that has caused so much 
difficulty in hospitals, there will be occasions when chloramphenicol 
must be used as a life-saving measure. 

Senator Krrauver. When the last hope is gone, and there is no 
alternative—— 
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Dr. Wernste1n. Well, I won’t put it quite that way—— 

Senator Keravuver. Well, not quite that. I mean when it is a pretty 
desperate situation. 

Dr. Wer1nstEIn. Yes. But, even so, we now fortunately have some 
other drugs, which can be used in almost every single one of these 
cases, where chloramphenicol would have been used before it, 

Senator Krrauver. We have seen the American Medical Associa- 
tion warning physicians about this drug. You say that there was a 
renewed advertising effort made to sell it and then the sale of the 
drug increased ? 

Dr. WernsteEIn. I believe that is very true, sir. 

Senator Keravver. At the bottom of page 10, you talk about anti- 
anemia preparations, and more subtle hazards to the patient. You 
refer to a shotgun preparation to treat all anemias. 

What are antianemia preparations? 

Dr. Wernste1n. The antianemia preparations are the preparations 
which are used to correct the red blood cell deficiency which is anemia. 
The point that is important to remember is that there are many 
different causes of anemia. And to get to the point of what I was driv- 
ing at here, one of the common causes of anemia is blood loss, and 
one of the common causes of blood loss is a malignancy. And if the 
anemia is treated, it will often respond, if that is the first thing that 
is treated while the basic condition may go completely undiagnosed 
for a long time, because it may be silent. Now, if you give a drug 
of this sort to a patient who walks in with anemia, without going 
into any detail as to what the cause of it may be, and if the cause 
happens to be one of these rather serious conditions, that patient, 
I believe, is injured quite severely in this fashion. His anemia re- 
sponds, but his basic condition remains the same. 

Senator Keravuver. You say that many more people will be killed 
by such products than by all the contaminated cranberries and stil- 
besterol-treated chickens combined, hut that much less is likely to be 
done about it. Why? 

Dr. Wetnstetn. Because I don’t know of any way of eliminating 
such preparations. This problem goes beyond the manufacturer. 
This is an easy way to treat patients. And I must say that I cannot 
agree with this way of treating patients. It would not be enough to 
remove these from the market, without teaching at the same time 
what these various preparations are for, and constantly reasserting 
what these are for. It is necessary as much as possible to reduce the 
emphasis on being able to treat anybody who comes into the office 
with anemia, with a single preparation, without making it necessary 
for the physician to carry out more appropriate examinations. 

Senator Hruska. Would the chairman yield at that point? 

Senator Krrauver. Yes, indeed; I yield to Senator Hruska. | 

Senator Hruska. Referring to the statement to which the chairman 
has just called your attention, at the top of page 11: 

It has been appropriately said that many more people will be killed by such 


products than by all the contaminated cranberries and stilbesterol-treated 
chickens combined. 


Who said that ? 
Dr. Wernstetn. Well, it certainly was nothing that was published. 


It was said to me by a highly respected hematologist—a man who 
specializes in blood diseases. 
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Senator Hruska. How many people have been killed by contami- 
nated cranberries and stilbesterol treated chickens ? 

Dr. Wetnstetn. As far as I know none, sir, 

Senator Hruska. So that none multiplied by 4,000, that is still none? 

Dr. WEINSTEIN. Yes, sir, 

Senator Hruska. Now, Doctor, don’t you think that is just a little 
misleading ¢ 

Dr. WeinsteEIn. It is a little broad. 

Senator Hruska. And misleading. Because the statements pre- 
suppose that people, in your judgment, have been killed by contami- 
nated cranberries and by stilbesterol treated chickens. Doesn’t it lend 
itself to that fair implication ? 

Dr. Wetnstern. I think it does. It would have been much more 
appropriate for me to say harmed than killed. 

enator Hruska. How many have been harmed and to what extent 
by contaminated cranberries and stilbesterol treated chickens? 

Dr. WetnstEIN. We won’t know for quite a while, sir. 

Senator Hrusxa. Exactly, your statement is still broad. If you 
don’t know, the answer is still nothing by way of confirmed fact, 4,000 
times nothing is still nothing, isn’t it ? 

Dr. We1nstEIN. I believe it is. 

Senator Hruska. It certainly is. I think the record will probabl 
be more interesting for your answers to my last few questions. Than 


ou. 

And I might say that it lends itself so splendidly to tickertape and 
headlines. And yet in all fairness, in all fairness, it should not have 
been made, should it ? 

Dr. WEINSTEIN. Sir, I cannot withdraw the statement completely, 
as you are trying to get me to.do, Let me point out—let me withdraw 
the portion dealing with contaminated cranberries and stilbesterol 
treated chickens. 


Senator Hruska. If that is done, there would be no headlines or 
tickertape material. 


a WenstTEIN. I am not interested in headlines or tickertape ma- 
terial. 

Senator Hruska. I know you are not. But you are responsible for 
some. And we are just as interested in the end-result of those responsi- 
bilities as you. But when an effort is made to put it in this fashion, 
then it seems to me that you have a responsibility, also, for accuracy 
and some reasonable degree of reliability. 

Senator Keravuver. I don’t know the situation concerning contami- 
nated cranberries and stilbesterol treated chickens. I suppose this has 
been talked about in connection with withdrawal from the market of 
certain cranberries for a limited time. I like cranberries and chicken, 
and I hope that they turn out all right. I suppose that is what you 


have reference to, or what the person you were talking with has refer- 
ence to. 


Dr. Wernstern. Right. 
Senator Keravuver. You understand that Mr. Flemming, the Sec- 
retary of Health, Education, and Welfare, took certain batches of 
cranberries off the market because of their alleged potential danger. 
Dr. Wernste1n. This was very widely reported, sir, yes. 
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Senator Hruska. Well, Mr. Chairman, if you would yield at that 
point, it seems to me it is because the chickens and the cranberries 
allegedly violated a certain statute which said that if there was an 
indication of any results of ascribed character in either animals or 
humans, and yet it is well known that there are no statistics—in fact, 
there are no demonstrable statistics of any kind which show that there 
have been any deaths as a result from those cranberries or chickens, 
nor any harm to human beings. 

Dr. Wertnstern. On the other hand, sir, if we take this point of 
view, there has been harm done by the vitamin and the hematinic 
preparations which contain iron and folic acid, which is a thing I 
didn’t mention. This has been documented in the literature. And yet 
they have never been taken off the market. While we worry about the 
chickens and the cranberries, and we have a statute about that, we don’t 
have a thing about the preparations which I have been referring to. 

Senator Keravuver. I didn’t understand that. 

Dr. Wernste1n. I mentioned iron as one, which is given for anemia. 
It is an excellent preparation. It is a very essential preparation. 
But it has to be used at the right time. The other one is folic acid, 
which can be disastrous to a patient with pernicious anemia, if the 
disease has not been diagnosed properly, or if this vitamin is taken. 
It can be bought over the counter, as a matter of fact. 

Senator Hruska. Do you mean the Food and Drug Administration 
has no powers over such a situation ? 

Dr. WernsteIn. I am not an authority on the Food and Drug Ad- 
ministration. But they have not done anything about this, not a 
thing. 

Senator Hruska. Have you called their attention to it ? 

Dr. Wernsrern. Well, I presume they read the same literature as I 
do, sir. 

Senator Hruska. Have you called their attention to it ? 

Dr. WernsteEINn. I am doing the best I can right now, sir. 

Senator Hruska. You are calling the attention of this committee 
to it, Doctor. I am asking once again, have you called the attention 
of the Food and Drug Administration ? 

Dr. WernsteE1Nn. No, sir, I have not, personally. 

Senator Hruska. Thank you. 

Senator Krravver. Doctor, you may be familiar with an article by 
Dr. Claude E. Forkner, a very outstanding doctor in New York, 
written in the New England Journal of Medicine of August 28, 1958. 
He is a professor of clinical medicine at Cornell University Medical 
College. 

In this article he says substantially the same thing you do here. This 
article, to save time, will be put in the record. 

He says at one point: 

Shotgun therapy with multiple drugs usually is unscientific, often means that 
the doctor does not know what he is doing, invariably is more expensive for the 
patient and not infrequently results in tragedy both for the patient and for the 
doctor. An example of such shotgun therapy is the use of drugs containing 
vitamins, including B-12 and folic acid, along with iron, thereby masking bleed- 
a from an otherwise asymptomatic neoplasm until the tumor has become incur- 
able. 

Is that the kind of thing you meant to refer to? 

Dr. Wetnstern. That says it much better than I said it, sir. 
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Senator Keravuver. But you say it, too. Let that be exhibit 235. 

(Exhibit No. 235 may be found on p. 10525.) 

Senator Keravuver. Weep briefly, I want to say that I am glad you 
have made some suggestions about what might be done about some of 
these problems. 

The first suggestion that you presented is that manufacturers should 
clearly identify expenditures for research in order to give a better 
picture of what is going on, “as well as markedly decrease the justifi- 
cation for some of the very high prices.” 

What do you mean by that ? 

Dr. Wetnstern. Well, sir, I have been following these hearings, and 
not only here, but I have heard this elsewhere—that one of the rea- 
sons why there have to be the prices that are charged sometimes, and 
also why there are needs for fairly large profits, is that this money 
is being poured back into research, and to continue this research. 

My point is that much of what is being called research I am not 
willing to call research. 

Senator Kerauver. What do you mean by what is being called 
research ? 

Dr. Wernstein. Well, I think for example, a good example might 
be the tetracycline additives. A lot of effort and money, I am sure, 
went into developing these things, studying them, promoting them, 
while they were, as far as I am concerned, no contribution whatso- 
ever. 

Senator Keravuver. What kind of additives? 

Dr. Wernstern. Additives such as I mentioned earlier, like gluco- 
seamine or citric acid—to try to make these absorbed a little bit better 
by the system. 

Senator Keravuver. Frankly, and so that we can all know, on this 
research picture, we ought to be able to clearly specify what is meant. 
We had a discussion about that the other night, in which figures 
varied widely. 

On your second recommendation, just looking at the charts that 
have been put up here by PMA, the difficulty of generic names is 
certainly something that deserves real consideration. We have had 
other testimony about that. How would you suggest that we get 
simpler generic names? 

Dr. Wetnste1n. Could you repeat the last part of the question? 

Senator Kreravuver. How would you suggest that we get simpler 
generic names? 

Dr. Wernstetn. Let the same advertising people and other people 
who make up the trade names work on the generic names. 

Senator Keravuver. That is a good hope. Mr. Blackman testified, 
I believe, about some of the generic names being very long. And then 
Dr. Austin Smith put some of them on a chart that is in the record. 

Dr. Wernste1n. Yes. This is very, very true. But I do not see any 
reason for this—— 

Senator Kerauver. For that matter, if you leave it to the manu- 
facturers, how do you know they are going to do it? It hasn’t been 
done up to this time. Is there no Government agency that might take 
the lead, or the American Medical Association, or 

Dr. Wernstetn. It is my understanding, sir, that the only thing 
that is done with generic names now, and I may be corrected on this, 
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is that the World Health Organization keeps a roster of them, and a 
new generic name is submitted to the World Health Organization, and 
any contest to the name is brought to the manufacturer’s attention. 

Once in awhile they even offer suggestions as to how to change a 
name. But it is not obligatory for the manufacturer to follow the sug- 
gestion at all. 

Senator Kerauver, Would it be an impossible task for the Food 
and Drug Administration to assign code numbers to these long generic 
names, which would make them easier to remember ¢ 

Dr. Wetnstern. I don’t think so, sir, because numbers are just as 
treacherous as very long generic names we now have for some drugs. 

Senator Krerauver. Anyway, it ought to be looked into and some- 
thing done about it. 

Dr. Wernste1n. I am sure the answer can be found for it, sir. 

Senator Keravuver. I think one of the problems before us is brought 
out in your recommendation No. 4. We know that the matter of 
control apparatus of efficacy, is not a secret of big companies. Many 
small companies have just as good contro] systems, and produce 
just as pure drugs. We know that the Military Medical Supply 
Agency, in buying drugs, expects the plants of small companies to 
have contro] systems. We know that the Veterans’ Administration 
does the same thing through the Food and Drug Administration. 

But your point is that the efficacy of the drugs of any pharmaceuti- 
cal manufacturer ought to be evaluated by some agency. It should 
be seen that they have good control systems, is that right, before they 
put their drugs on the market ? 

Dr. WernsteE1n. That is right, sir. 

Senator Keravuver. In that case, any physician can have complete 
confidence in the efficacy, safety, and purity of any drug. 

Dr, We1nste1n. That is right. Now, may I cite an example which 
I think is a very excellent one, and that is the work that the U.S. 
Public Health Service and the Veterans’ Administration both have 
done with the tuberculosis drugs. Now, in these areas, with the 
various tuberculosis drugs, very, very little of the efficacy studies and 
so forth was ever done by any of the manufacturers. I cannot even 
comment on whether they supported any of it. The Public Health 
Service has been involved almost from the very beginning. 

These studies are still continuing, as a matter of fact, many, many 
years after these drugs came on the market. And the ninth of these 
studies is in progress at the present time—the ninth major study— 
implying that we do not know all the answers to these drugs right 
away, but that there is a way of handling this, and this is one of the 
ways of doing it. 

These are large-scale cooperative studies, very carefully controlled, 
with criteria clearly defined before the study is undertaken, and a very 
objective and unbiased interpretation is made of the results. 

enator Kerauver. We were told of some of this informally by 
some of the Food and Drug people, and we know it to be true, too. 
There is a statute, section 262 of title 42, entitled “Regulation of Biolo- 
gral Products,” relating to serums, vaccines, and so forth. The regu- 
—- are set out in this statute, which I think should be put into the 
record, 
(The regulation referred to may be found in part 19.) 
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Senator Keravver. The Public Health Service inspects their plants, 
and their control systems. They cannot make drugs without a license 
from the Public Health Service. It that not true? 

Dr. WernsteIn. That is very true. 

Senator Kerauver. That is the kind of thing you have in mind in 
this recommendation here ? 

Dr. Weinstein. Very much so, 

Senator Hruska. Will the chairman yield at that point? 

Senator Keravuver. Yes. 

Senator Hruska. I would like to make an observation upon that 
point. 

Doctor, would that carry with it the implication that if a physician, 
a practicing physician, in recognizing a situation, a diagnosis which 
he has made of a particular patient, with all the complexities that each 
individual case presents, would be guilty of malpractice if he used a 
drug which was beyond the approval for efficacy of the National In- 
stitutes of Health, under the proposal which you make? 

Dr. WetnstE1n. Would you explain just what you are driving at in 
that last portion ? 

Senator Hruska. Well, suppose a physician, in prescribing for a 
patient that he has diagnosed, whose ailments he has diagnosed, would 
pers a drug or a medicine of any kind which was not approved 

the National Institutes of Health. Would that mean that that 
p 5 ing would be guilty of malpractice ? 

r. WEINSTEIN. By no means, sir, because what I am saying is that 
the drug would not be put on the market until such time. And I 
am not limiting it to the NIH by any means. We have other research 


centers, universities and medical schools. But the physician would 
not be in jeopardy, because this drug would not even go on the market. 
And if he was using it, he would only be using it as an investigator, 
as he is under many circumstances at the present time. 
Senator Kerauver. As a matter of fact, even at the present time, 
after their inspections, the Military Medical Supply Agency and the 
) 


Veterans’ Administration buy generically. They do not buy until 
the plant is inspected, the Pe system is approved, and the product 
is tested. And of course, National Formularies buys generically from 
these companies also. You doctors don’t have to worry about the 
efficacy of those drugs, do you, that is, when they come from plants 
which we have been talking about ? 

Dr. WerNsTEIN. We assume that the company is responsible, which- 
ever company it is, and that the product is going to do what we are 
told it is going to do. 

Senator Keravuver. You make a recommendation about prescribing 
by the generic name, and making the trade name secondary. 

What would be the financial result of that insofar as the patient is 
concerned ? 

Dr. Wernstern. This would be difficult to predict, except possibly 
by means of an example. 

You have to forgive me if I do not know the prices of druss, be- 
cause I do not. But I do know this: that if a patient gets a prescrip- 
tion for Nembutal, which is made by Abbott, that he will pay a certain 
price for that hypnotic. 

Senator Keravver. What is Nembutal? 

35621—60—pt. 18 —3 
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Dr. WernstE1n. It is sodium pentobarbital. If he gets a prescrip- 
tion for sodium pentobarbital, the price will be very much lower in 
the drugstore, because sodium pentobarbital is a generic name. It 
is made by other people now. 

Senator Kerauver. And Nembutal isa trade name? 

Dr. Wernste1n. That is right. 

Senator Kerauver. And when the trade name is prescribed, the 
patient is completely captive. No druggist can fill it any other way 
except by the trade name. : 

Dr. WetnstTeEIN. He is captive and so is the pharmacist, because in 
most situations that I am familiar with, the pharmacist would be 
breaking the law if he gave any drug other than first prescribed 
without first contacting the physician for permission to do so. 

Senator Kerauver. I assume that is a law for all of the States. I 
think it must be. 

Allright, Senator Hruska. 

Senator Hruska. Well, Doctor, wouldn’t you want to change that 
rule, that substitution cannot be had? 

Dr. WernsteEtn. No, sir, 1 would not want to change that rule. 

Senator Hruska. Well, what is the remedy for the situation? You 
call attention to the rule which you say is the essence of the evil. Now 
you say you don’t want to change the rule. Now, what is the occasion 
for calling our attention to it? 

Dr. WernsteErn. Sir, if you forgive me, you are putting words in 
my mouth. I didn’t say this was the cause of the problem. The cause 
of the problem I think is the fact that we have the generic name be- 
coming secondary to the trademark name. The pharmacist is merely 
doing what he had to do. And when there is a possibility that a 
generic name can be prescribed, I think the patient can usually be 
saved some economic expense. But I am not blaming the pharmacist 
for this. The problem goes much beyond the pharmacist. It is where 
the drug is manufactured and how dt is handled. 

Senator Krravuver. I believe some physicians do put on the pre- 
scription ARB, “any reliable brand.” 

Dr. WernstErn. Yes, they do. And there is a very important trend 
in most of the major hospitals to have a formulary which usually lists 
only generic names, if at all possible. Sometimes it is not possible, 
because some of the drugs are not available generically; they are 
available only by trademark. And the hospital practice is very often 
to aa that everybody on the staff order by generic names whenever 
possible. 

Senator Hruska. Of course, Doctor, if the doctor’s prescription 
reads “any reliable brand,” that just shifts responsibility to the 

harmacist, doesn’t it? And if he chooses a brand that happens to 
@ more expensive than the first, he is accused of trying to make more 
money. 

Dr. Wernstern. Well, I cannot comment on that. I believe the 
pharmacists are pretty honest and reliable people, and they will give 
whatever is best in the circumstances. 

Senator Hruska. Well, what about the doctor who prescribes a 
tradename? Isn’t hea reliable person ? 

Dr. Wernstern. Certainly. 
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Senator Hruska. Well, I still cannot quite get the point of your 
criticism. 

Dr. WertnstEtn. Well, my point is very, very simple. The doctor 
unfortunately has been so snowed under with all sorts of efforts to 
make him remember only the trademark name, with practically no 
attention given to the generic name in the slightest, that being a nor- 
mal human being he reacts automatically to the trademark name. 
And so when he prescribes he writes that which is the first thing 
that comes to his mind, in a particular condition. He is tying his 
own hands, he is tying the pharmacist’s hands, and he essentially is 
tying the patient’s hands. : 

Senator Hruska. Well, now, if he has difficulty with the avalanche 
of trademarks and has difficulty mastering their component elements 
and so on, trademark products, how much more difficult would it be 
to try to master the detail by generic name which sometimes goes into 
dozens of words? 

Dr. Wernste1n. No, I don’t think this latter part is necessarily 
true. 

Senator Hruska. Not necessarily, but often true. We had a chart 
here—— 

Dr. Wernstetn. You see, sir, this is artificial. The generic name 
is not the chemical name. The generic name is supposed to be a 
shorthand name for the drug. If your shorthand is not very effec- 
tive, you are going to have a very long name. But you can make it 
shorter. But to go back to the problem you are talking about, take 
a well-known drug such as hydrochlorthiazide, which is marketed 
under the names of Hydrodivril and Esodrex, and I think there are 
two or three other companies manufacturing it, under the trademark 
names. Hydrochlorthiazide is not terribly difficult to remember, 
but the advertising has it in extremely minute letters. And no effort 
is made to get the doctor to remember hydrochlorthiazide. The 
effort is made to make him remember Hydrodivril or Esodrex, or 
one of the others. 

en Hruska. That effort is by the detail men to whom you 
refer ? 

Dr. Wernstern. By the detail men, and by advertising; yes, sir. 

Senator Hruska. Doctor, whom do you represent when you ap- 
pear here before this subcommittee ¢ 

Dr. WernstE1n. I represent myself, sir. And nobody else at all. 

Senator Hruska. How many physicians and surgeons are there in 
America ? 

Dr. WetnstTeEIN. I estimate approximately 185,000 to 200,000. 

Senator Hruska. What is your interest in appearing before us? 

Dr. Wernsre1n. Well, sir, if I were to give you the interest ex- 
actly, I would possibly sound a little bit silly. But I firmly believe 
in the Hippocratic oath and all the ramifications of it. 

Senator Kerauver. You believe in what ? 

Dr. Wernstern. In the Hippocratic oath, as a physician. 

Senator Hruska. I don’t think that is silly at all, Doctor. 

Dr. WetnsteIn. Well, it makes one a little bit of an idealist, which 
nowadays is not terribly popular. I feel strongly my responsibilities 
as a physician and also my responsibilities as a citizen. I think these 
things deserve attention. I think some of them deserve change. And 
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I have no ax to grind, but I feel that it would be just as much my 
responsibility to report in the literature some unusual] disease I found, 
as to report this illness of the drug industry. 

Senator Hruska. At whose invitation do you appear here? 

Dr. Wer1nste1n. Dr. Blair. 

Senator Hruska. Have you know him before? 

Dr. Wernstetn. No, sir. 

Mr. Drxon. Did you not write to us first, Doctor ? 

Dr. Wernstern. Yes, sir. 

Mr. Dixon. In other words, you wrote to us before you were con- 
tacted ? 

Dr. WetnsTEIN. Yes, sir. 

Senator Hruska. Who paid your expenses here? 

Dr. Wernstern. I was told that the committee would pay my travel 
expenses here. 

Mr. Dixon. As we pay anyone. We pay all witnesses. 

Senator Keravver. That is understood. 

Senator Hruska. Yes; that is understood. Any witnesses invited 
by the committee are entitled to their expenses paid. What was your 
salary with the pharmacy company by whom you were employed ? 

Dr. WernsteEINn. $16,500 a year. 

Senator Hruska. What was your previous employment in like voca- 
tion ? 

Dr. Wernstern. Prior to that I was not in like vocations. I never 
had been in the pharmaceutical industry before. That was the only 
experience I had in the pharmaceutical industry. 

Senator Hruska. What was your employment or profession before 
that ? 

Dr. WetnstEINn. I was a physician. I was previously a staff phys- 
ician at Firland Sanitarium, Seattle, Wash., and I was clinical in- 

structor of medicine, University of Washington School of Medicine. 

Senator Hrusxa. Did you practice medicine at any time? 

Dr. Wernstern. Yes, sir. But I ‘never practiced private medicine. 

Senator Hruska. You never practiced private medicine ? 

Dr. WernstTeEINn. No, sir; I never have. 

Senator Hruska. What was the scope of your duties with the phar- 
macy company by which you are employed ? 

Dr. Werinstern. At first my duties were in the clinical research 
division, where I was assigned the task of helping to evaluate certain 
new products. My major activities were in the biologics, in the area 
of vaccines, and preparing the information that was necessary for 
approval, for example, of the Salk vaccine that Pfizer is now market- 
ing. And I participated also in obtaining approval for the new 
intramuscular terramycin preparation. In other words, getting the 
case reports, getting the drug studied, and in that particular situation 
actually giving some of the injections myself and working out the 
details of the results. 

There were certain consultative or advisory responsibilities. Fre- 

uently I was asked questions, participated in conferences, and so 
forth. Then, when I moved to the Roerig Division, the responsi- 
bilities were somewhat different in that, although clinical research 
was still to be an activity of mine, most of my time was devoted to 
the advertising and the medical aspects of the advertising that were 
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being handled there. And other problems that came along in the 
area of new drugs—new developments. 

Senator Hruska. When you say “advertising,” is that the place- 
ment of advertising? 

Dr. WertnstEIn. No, sir. 

Senator Hruska. What do you mean by that? 

Dr. Wetnstern. The pattern that was established when I was 
there was that advertising before it could be placed in any of the 
journals or sent out in the mailing had to be approved by the 
physician. 

enator Hruska. As to technical content and phraseology and 
language ? 

Dr. WernsteIn. Yes, sir; medical aspects. 

Senator Hrus«a. Did you have anything to do with the actual plac- 
ing of the ad or the cost thereof ? 

Dr. Wetnste1n. No, sir. 

Senator Hruska. What was the net profit of the company by which 
you were employed ? 

Dr. WertnsteIn. I cannot say with any certainty, sir. 

Senator Hruska. Would you know what their gross sales were? 

Dr. Wernste1n. Approximately $225 million a year. 

Senator Hruska. $225 million a year? 

Dr. Wertnstern. Yes; I believe so. 

Senator Hruska. And what were their expenses ? 

Dr. WernstEtn. Well, I would guess probably around $200 million 
a year. But I am not sure of these figures. 

Senator Hruska. Did you have available to yourself a breakdown 
of those expenses for research, for advertising, for promotion, for 
oe expense, production, packaging, distribution, salaries, and 
so on 

Dr. Wetnstetn. The only thing I can recall seeing would be the 
annual report which appeared in the New York Times. In the last 
2 or 3 months, when I was at Roerig, there was a monthly report 
which covered the share of the expenses that were attributed to my 
office, for example, and some of the promotional expenses, the details 
of which I cannot recall. 

Senator Hruska. But financing and cost accounting was not in your 
purview. It was not part of your responsibility. 

Dr. WetnstTeEIn. No, sir, it was not. 

Senator Hruska. Do you know how much was spent on research ? 

Dr. Wetnstern. No, not exactly. In the Roerig Division, I was 
told that I had a budget of around $65,000 or $70,000 for research. 

Senator Hruska. In your department ? 

Dr. Wernstetn. My department. 

Senator Hruska. Did you deal with all the products of the Roerig 
Division ? 

Dr. Wetnstetn. Yes. But all the products in our division came to 
us after they had been allegedly thoroughly studied by the clinical 
research division. These were purely promotional studies. 

Senator Hruska. So that there was other work in this general cate- 
gory of research with which you did not have direct connection? 

Dr. Wetnstetn. That is very true, sir. 

= Hruska. And do you know the cost of that preliminary 
wor 
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Dr. Wetnstetn. No, I cannot say that I do. 

Senator Hruska. Doctor, on the basis of that, I just wonder what 
the basis for your several references to excessive prices, excessive 
profit, and paying for trademarks and the like—just what is the 
basis for that? 

Dr. WernsteIn. Well, sir, the basis for that does not necessarily 
stem from my experience in the pharmaceutical industry. The basis 
for some of these statements is the fact, as I mentioned earlier, that 
I know of certain drugs you can buy at a different price when there 
is a trademark and when there is no trademark. 

Secondly, I know some of the expenses that went into research. 
I cannot give you overall figures. I can cite, for example, certain 
incidents where substantial sums of money were spent for something 
which I felt was completely inconsequential. 

Senator Hruska. Well 

Dr. Wernsretn. This gives me a little bit of insight as to where 
some of the money was going. 

Senator Hruska. But how extensive that was in percentage or pro- 
portion to the overall expenditures of the company, you are not ex- 
actly qualified to know, are you ? 

Dr. Wernstetn. No, of course not. 

Senator Krerauver. Senator Hruska, I think we might as well clear 
up that point. We have the figures in response to the questionnaire 
by Pfizer as to their sales and what was spent on research. We can 
put the whole table in the record; on drugs only for 1958 it is 
$211,590,000 for sales; research, $10,497,000, which I figure to be in 
the neighborhood of 5 percent. We will make that exhibit 236. 

Exhibit No. 236 may be found on p. 10527.) 

Senator Hruska. I appreciate that, Mr. Chairman. Here is a wit- 
ness that comes before us and speaks of excessive profits, he speaks of 
substantial shrinkage if research was reduced, substantial shrinkage in 
the cost of the product, and so op. And I just wanted to know, 
I wanted to satisfy myself—I think the committee would be interested 
in knowing just how good a position he is in, by way of his knowledge, 
upon which to base the conclusions and judgments of that kind. 

And if it is on the basis of saying that maybe some drugs can be 
bought a little cheaper some place else than these drugs are bought, 
we would like to know. I would just like to know the basis for his 
conclusions. 

Dr. Wernstern. The basis of this conclusion, sir, as I said, is on 
the basis of reading, hearing, and some personal participation. I be- 
lieve I am allowed to reach conclusions not strictly from personal 
experience. 

Senator Hruska. I am sure you are. But we would like to know 
what those bases are, so that we can evaluate the testimony which 
you have given us. 

Dr. Wernste1n. Well, sir, I have followed very closely whatever was 
available to me concerning these hearings, for one thing. And 
quite a bit of various information came to my attention through these 
hearings. 

Senator Hruska. Through the hearings where? 

Dr. Wernstern. Of your committee here, whatever I have been 
able to read about them in the newspapers. 
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Senator Hruska. Including the number of deaths from stilbesterol- 
treated chickens and cranberries that are contaminated ? 

Dr. WernstEIN. Including the fact that iron is still on the market 
in certain preparations, yes, sir. 

Senator Hruska. Well, that is fine. 

Now, then, have you had experience with any other company besides 
the one by which you were employed ? 

Dr. WernsteEINn. No, sir. 

Senator Hruska. And you have no knowledge of their financing, 
their cost accounting, or their costs, any more than you have, and 
perhaps less than you have, of Roerig, is that true? 

Dr. Wernstern. I think that is true, yes. 

Senator Hruska. So that we would be fair in assuming that what- 
ever you have testified to, in addition to your general reading, in- 
cluding the hearings of this committee, would be based pretty much 
on your own experience with the company by whom you were em- 
ployed for a year. 

Dr. Wetnste1n. No—would you repeat that statement, please? Can 
I have the whole question again ? 

Senator Kerauver. Let the reporter read it. 

(The last question was read by the reporter. ) 

Dr. Wernsretn. I would believe that is fairly accurate. 

Senator Hruska. And how many companies are there that make 
pharmaceutical products in America? 

Dr. Weinstein. I understand it is something around a thousand, 
or maybe a few more than a thousand. But I understand also that 
there are probably not more than 20 that are of any consequential size, 

Senator Hruska. There is a statement on page 8 which you make 
in regard to advertising, in which you say: 

It is my opinion that the intensity of promotion and advertising devoted to 
any drug varies inversely with the efficacy of that drug. 

Do you hold that opinion with reference to advertising generally, 
Doctor? 

Dr. Wetnstetn. No, I do not wish to expand that to cover all ad- 
vertising. But in the drug industry, I think this has occurred often 
enough to make me believe the statement, yes, sir. 

Senator Hruska. And the less a drug is advertised, the better it 
is. Would you go that far? 

Dr. WEINSTEIN. This does not necessarily follow, sir. A good drug 
can bear good advertising, and a lot of advertising. But a poor drug 
can be made into a very sensational drug by advertising. I don't 
mean improved efficacy. There is no reason at all why we should not 
advertise a good drug. 

Senator Hruska. Why wouldn’t it follow, then, that if the intensity 
of the promotion, advertising, devoted to the drug varies inversely 
with the efficacy of it, if that is a fact wouldn’t the reverse also hold 
true? 

Dr. Wetnstetn. No, not at all, sir. 

Senator Hruska. So we are safe in buying some products which 
are even medium advertised, rather than very much or very little? 

Dr. Werinstern. I think you are, sir, yes. 

Senator Kerauver. Is that based on your experience, Dr. Wein- 
stein ? 
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Dr. Wetnste1n. It is based on my experience as a physician, and 
the kind of mail I receive, for one thing. To use an example, I would 
take the drug Miltown, Meprobamate. I have a very poor opinion 
of the drug. Let us say it is a personal opinion to which I am en- 
titled as a physician. But there is no question about the amount of 
advertising I get about Miltown. As a matter of fact, long before 
I joined the pharmaceutical industry the amount of advertising on 
Miltown that came to me reached the point where I wrote a letter 
to the company asking them to take me off the mailing list. It was 
getting absolutely intolerable. 

I got a very nice letter from them saying that they would. They 
did for about 3 months, and then I got back on the mailing list again. 


Senator Hruska. That is all I have at the present time, Mr. Chair- 
man. 


Senator Keravver. All right. 

Mr. Dixon, do you have some questions ? 

Mr. Dixon. Doctor, as I understand the Food and Drug Adminis- 
tration’s primary responsibility, it is in the area of safety. 

Senator Keravuver. Toxicity. 

Mr, Drxon. Yes, sir. Now, if I understand that properly, that 
means that either on a new drug application to FDA or upon the 
manufacture of a given drug by any pharmaceutical manufacturer, 
so long as they can satisfy the Food and Drug Administration that 
the product is safe, it can be sold. 

Dr. Wernstetn. I don’t think it is quite that simple, sir. There is 
. problem that concerns what they can say on the label about the 

rug. 
r. Drxon. That is very definitely so. The other area has to do 
with misbranding. ; 

Dr. Wernste1n. That is right, sir. 

Mr. Drxon. Now, then, if I understand that to be correct, so far 
as the quality of drugs is concerned, with the exception of the statute 
which the chairman read here, with respect to certain biological 
products included in section 262 of title 42, all of the other drug 
products that are being manufactured and sold in the United States 
do not come under any Federal regulation as to quality, isn’t that 
correct, sir? 

Dr. Wernstetn. As to quality in what sense? 

Mr. Dixon. Quality in the sense beyond safety. I am talking now in 
the area of efficacy. 

Dr. Wernste1n. There is nothing that I know of that specifically 
aoneey But again, misbranding is the area in which this ig taken 
care of. 

Mr. Drxon. In that area, drugs are being sold and doctors today 
are being encouraged by the advertising literature of the manufac- 


arene fo prescribe the products by a trade name, That is correct, is 
it not? 


Dr. Wernstetn. That is correct, yes, sir. 
Mr. Drxon. And there is a great deal of advertising and promotion 


in the industry generally against the substitution of products, isn’t 
that correct ? 


Dr. Wernstetn. That is correct, sir. 
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Mr. Dixon. If adequate statutory language could be devised, and 
an adequate statute could be passed, that would guarantee to the 
American public that no one could manufacture any drug and sell it 
in interstate commerce without meeting certain standards that could 
and should be devised as to quality and efficacy, in your opinion as a 
physician, would the average physician then be more likely to pre- 
scribe products generically ? 

Dr. Wernstetn. I think, sir, that this is certainly true. I would 
point out one thing. That is, there has not been enough emphasis 
on the fact that most physicians, I think most people, think that the 
Food and Drug does deal with that at the present moment. And so 
I am sure that many physicians are going on the basis that since this 
is a drug which has been approved, that it has passed these tests that 
you are proposing should be put into effect. 

Mr. Dixon. But today the tests they are passing are the safety tests. 

Dr. Wernstetn. Primarily, yes. 

Mr. Dixon. And the branding. 

Senator Hruska. Will counsel yield on that score? I refer to sec- 
tion 507(a) of the United States Code and the language therein refers 
not only to safety but efficacy of use. 

Senator Keravuver. Yes, they make some tests. 

Senator Hruska. The second sentence of that subsection : 


A batch of any such drug— 


and it specifies the types of drugs in the preceding sentence— 


shall be certified that such drug has such characteristics of identity, and such 
batch has such characteristics of strength, quality, and purity as the Secretary 
prescribes in such regulations as necessary to adequately insure safety and 
efficacy of use, but shall not otherwise be certified. 


Mr. Dtxon. I think that has to do with new drug applications for 
antibiotics. 

Senator Hruska. Penicillin, streptomycin—this one is too long for 
me—-chloramphenicol, which is the drug referred to on page 10 in the 
doctor’s statement, and vasetrycin. 

Mr. Dixon. That is the ran that I was referring to, sir, among those 

t 


that have to be certified. All the others but the ones you are reading do 
not have to be certified. Those are in the antibiotic area. 

Senator Hruska. I know. But that was considered when the sec- 
tion was drawn, but with reference to these there is not only a certifica- 
tion necessary for safety, but for efficacy as well. 

Mr. Dixon. On those specific drugs you are correct, sir. 

, Senator Hruska. But your inquiry was as to all drugs. You do not 
imit it. 

Mr. Dixon. I certainly meant to include the drugs that fell within 
this classification, with the exception of that classification you are 
reading, the licensing process of thiees drugs listed here. All the other 
drug products in the industry do not have to be certified. 

Senator Krerauver. Except when they are first put on the market, 
and the Food and Drug makes tests of them. 

Senator Hruska. With that modification, and with that condition, 
T think the record now stands a little bit more accurate than it did a 
little while ago. 

Senator Keravuver. All right. Anything else, Mr. Dixon? 
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Mr. Dixon. That is all I have, Mr. Chairman. 

Senator Keravuver. Mr. Chumbris. 

Mr. Cuumeris. Dr. Weinstein, first, on page 1 of your statement you 
are referring to the profit motive of the drug manufacturers in their 
research program. I am reading from page 464 of the transcript, in 
which Mr. Connor appeared for Merck & Co., and he states as follows: 

As in other industries, our driving force is profit. But unlike other industries, 
the single most effective way to earn those profits is by making existing products 
obsolete, including our own. We do this through research. The result is a rate 
of obsolescence unknown elsewhere. 

Now, that statement, which was made in the first 3 days of the 
hearing, gives a little different connotation than what you stated in 
your first page of your statement. 

Dr. WernsteEIn. I don’t think it does, sir; because if you read in 
the middle of that last paragraph I make the statement that there 
can be no question that some very wonderful, exciting, and extremely 
important and productive research has been and is being done within 
the pharmaceutical industry. And I concede there has been some 
very exciting work done, very excellent work. But this does not mean 
everything that is called research is research. 

Mr. Cuumpris. Yes. But you say: 

It is difficult to escape the apparent fact that many of these research activities 
are directed toward promoting profit gains, with public benefit and advance- 
ment of knowledge, if any, being strictly incidental. 

Dr. Wernstern. The reason I make that statement, sir, is because 
this fits within my definition of research, and it is a definition of 
research which appeared in “Science” magazine in an editorial ap- 
proximately 6 or 8 weeks ago. 

Mr. Cuumpris. Now, we had Mike Gorman before the subcom- 
mittee, and no one can say he was a favorable witness to the manu- 
facturers, drug manufacturers of America. But in his own pam- 
phlet that he put out, “What Are the Facts About Mental IlIness— 
National Committee Against Mental Illness, Inc.,” he asks this ques- 
tion: 

Has medical research paid off in the field of mental illness? Yes. 

And he states: 

The tranquilizing drugs— 
and he names them— 


have over the past 4 years revolutionized the care of mental health hospital 
patients and brought about a sustained annual reduction in State hospital 
populations. 

And he points out that $860 million were saved to the States by 
just—on construction of hospital facilities. He also pointed out the 
number of patients that are now less in mental hospitals, and which 
each State saves—in New York it is $1,618—I think throughout the 
country averages about $1,500. 

And when you consider further that many of these people went to 
work and earned an income, it amounted to another $506 million. 

So research in mental health certainly did pay off. 

Dr. Wernstern. Sir, I am not questioning that research pays off. 
I think research is terribly important. I think it is by far the most 
important activity that the companies perform. I would not question 
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that in the slightest. What I would question, however, is whether we 
need 25 different kinds of phenothiazines when only one is probably 
the one used most in the mental hospitals and the others have come 
along but are not any great advance. This is what I object to, sir. 

Mr. Cuumpris. Now, on that point, and taking care of another 
point you raised where you state that this battle of the molecules and 
the additives—Dr. Hench, who is, I understand—— 

Dr. Wernstetn. Whom I admire very highly. 

Mr. Cuumpris. You agree that he is a great authority in the med- 
ical profession ¢ 

Dr. Wernstern. I agree that in medicine he is a great authority. 

Mr. Cuumeris. A Nobel Prize winner. He states this: 


In talking about minor modifications— 


Now, Dr. Lasagna also appeeared, and he was talking about minor 
modifications and all they are trying to do, the battle of the molecule, 
similar to what you stated here— 


In talking about minor modifications from the standpoint of chemistry, there 
is really a minor modification that makes all the difference in the world. 


And he goeson. He says: 


You cannot rationalize these modifications. For example, in due time they 
made a compound called hydrocortisone, and that one simple change made all 


the difference in the world. It raises the effect of the electrolytes many, many 
times. 


And he goes on further, and he says: 


And if we were to ask the pharmaceutical chemist not to bother with minor 
modifications on the drawing board, we might miss some of the most amazing, 
hopeful cortisones that have ever been discovered. 


Now, that is Dr. Hench’s viewpoint, which is slightly different from 
yours. 

Dr. Wernstetn. No; I think I said exactly the same thing, sir. In 
the questioning, I said I do not think they should drop this type of 
work, but I would draw the line once they have done this, if it shows 
no advantage. Drop it then and there; don’t waste any further time 
on it. 

Senator Hruska. Doctor, on that, I think we can agree on that as 
a matter of principle. But where isthe line Is it at 25, or it it at 12 
modifications, or 18, or is it at 2? Is it a question of judgment or 
discretion ? 

Dr. Weinstern. It is a question of letting the intelligent scientist 
work on this product, utilizing every skill he has, without concentrat- 
ing on merely shifting a molecule here and there, but going where his 
intellect leads him. This is what I am asking for. 

Senator Hruska. Well, now, who is to make that ultimate decision 
as to when he should stop ? 

Dr. WernsteEIn. The scientist. 

Senator Hruska. With another molecule? 

Dr. Wernste1n. I believe the scientist. 

Senator Hruska. And if he goes to 25, you would be happy with it? 

Dr. WetnstTEIn. If his intellect led him to that direction ; yes. 

Senator Hruska. Who passes on his intellect and the soundness of 
his intellect ? 








10278 ADMINISTERED PRICES 





Dr. Wernstern. My answer will probably not please you, but I 
chink it has to be a peer of his. 

Senator Hruska. Usually the man who hires him ? 

Dr. WetnsteEIn. No, sir. I don’t want to get into this part of it. 

Senator Hruska. Is it a question of judgment, whether you should 
stop at 25 minor modifications or 26 or 35 or 70% Somebody has to 
make that decision. 

Dr. Wernste1n. This is a decision that everybody in research has 
to make for himself all the time. 

Senator Hruska. Yes. 

Dr. Wernsrern. And nobody can know better than the man doing 
the research when to stop. At least that is my opinion. 

Senator Hruska. What is your point? Is 25 too many? 

Dr. WetnstEeIn. Sometimes it may not be enough. Sometimes it 
may be much too many, but the man doing the research should be the 
one to decide whether he should go any further or not. 

Senator Hruska. Well, who does make the decision now ? 

Dr. WetnsteIn. I suspect it is not the man doing the research, sir. 

Senator Hruska. Who is it ? 

Dr. Wetnstetn. I suspect the people employing him and directing 
his work. 

Senator Hruska. And on a sound scientific principle, as indicated 
by Dr. Hench. 

Dr. Wernstern. And some very sound scientific work is being done. 
But some of these men are working on areas which, like adding certain 
substances to other substances—which is not exactly sound, 

Senator Krerauver. What do you mean, not exactly sound? 

Dr. Wetnstern. Well, to give you an example, you can take two 
antibiotics and throw them together and do all sorts of studies of what 
the effect of these two may be together. This is not research, as far 
as I am concerned—especially when you end up with a combination 
of two antibiotics which is illogical and potentially of conceivable 
harm, and most likely of being grossly inadequate to treat what you 
are offering the material for. 

Before you can reach that point, you have taken some very good 
scientists and put them to work on this thing, even though they them- 
selves may have felt it was worthless. 

Senator Hruska. If you start out with a mixture of two substances 
which is harmful and illogical, everyone will agree with you on that. 
But the point is who—— 

Senator Kerauver. You say you don’t think this is true? 

Dr, Wernstern. I don’t think it is. And I can cite an example of 
a drug called Signemycin, which is a combination of two antibiotics, 
both of which are good in their own right. But the way this combina- 
tion is made, it is quite illogical and irrational. 

This could take quite a while to explain, but the point is, it is not a 
new product. It is merely a combination of two well-known anti- 
biotics. One is quite potent and the other is relatively less potent. 
The more potent one is offered in a dose which is not adequate and— 
as a matter of fact, both drugs are offered in that inadequate dosage, 
because they have to get it in a little capsule, And I can explain the 
ramifications of that, if you wish. 
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Senator Hruska. Has that product been sold and is it being sold 
now ¢ 

Dr. WernstTEINn. Yes, indeed. 

Senator Hruska. By whom? 

Dr. We1nstE1n. Pfizer & Co. ‘ 

Senator Hruska. And it is agreed that it is illogical and harmful? 

Dr. Wernste1n. It is agreed by a great many authorities and people 
who have written on the subject. 

Senator Hruska. Dosome agree it is helpful and all right? 

Dr. Wer1nste1n. There have been many impressions of uncontrolled 
tests that it isallright. But anybody who has studied the material in 
“~ detail has come up with the conclusion that it is not all right. 

yaaa Hruska. And yet there is a question of judgment, is there 

not ? 

_Dr. Wernste1n. You might say it is a question of judgment; yes, 
sir. 

Mr. Dixon. Before Dr. Weinstein leaves that point, I would like to 
ask him one thing. On the point that we are talking about, when 
one of these slight modifications is made, and you say in your opinion 
it doesn’t add any sum and substance to what already exists, and 
therefore that drug should be dropped—I want to pursue that point. 

If, instead of dropping it, the company puts on a blitz campaign 
of advertising to the aostans which is quite expensive, I would assume— 
any promotional campaign is expensive—and by that campaign the 
doctor is persuaded to use the product and prescribe it, then the 
product comes on the market, does it not ? 

Dr. WEINSTEIN. Yes. 

Mr. Dixon. When we were studying steroid hormones, when we 
reached the point of getting into the generic product, dexamethasone, 
I recall the testimony that that product was about seven times more 
— than the old cortisone  gioaiaem but it had the same side effects. 

hat was by keeping on with the basic product that you have been 
talking about, until some slight molecular change in the product 
occurred, and it was capable of being patented. 

Is it your opinion that that type of product does not add anything 
materially, but it nevertheless comes on the market, money is spent 
for promotion, and it has to be recaptured out of the cost to the 

ublic ? 
, Dr. Wernst¥Etn. I would say that is my opinion, yes; essentially. 

Senator Keravver. All right. I think in summary what you mean 
there is that sometimes the desire to get out a new product and sell 
a new medicine calls for research that doesn’t produce anything 
really new. 

Dr. Wernstern. That is right. 

Senator Krerauver. And it costs the drug company money which 
has to be recaptured in the way of prices. 

You were employed by Pfizer 1 year, I think you said. 

Dr. Wetnste1n. I was employed for a total of 10 months. 

Senator Keravuver. Before that you were in another section of the 
company ? 

Dr. Wetnstern. No. That was my total experience with Pfizer. 

Senator Keravver. All right. 

Mr. Chumbris, you may proceed. 
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Mr, Cuumpris. Doctor, sitting back here we feel, at least 1 per- 
sonally feel, that I hate to put a bar to research that is going to help 
people get better, less doctor expenses, less hospital expenses, and 
we would hope less funeral expenses. 

Now, for instance, this chart that Dr. Smith put up, that death rates 
plummet down 57 percent for children under 1 year of age; death 
rates down 80 percent, children 1 to 4 years of age. Just imagine 
what research has done. A child who is 1 year old is going to live, 
where a few years ago he couldn’t live because of no medicine. 

Now, we may take this as a simple thing. But a few years ago we 
had an investigation on Indian Reservations where many of these 
people, even if you try to make them take these certain new drugs, 
wonder drugs, miracle drugs—whatever you call them—they just can- 
not adjust themselves to taking those. And we found out on one In- 
dian Reservation that every child born, 25 percent of that group will 
die before they reach 1 year of age; 40 percent will die before they 
reach 6 years of age; and 52 percent will die before they reach 17 years 
of age. Why? Because they don’t take the drugs that their white 
fellow men take. 

The same thing with the Indians as far as pneumonia and tuber- 
culosis. That is their greatest death rate, because they won’t take 
these new drugs that are coming on the market. 

- So that bears a good illustration of whether we do or do not have 
rugs. 

Therefore, I wanted to point out that how can we say—you are 
asking Congress now to say to a drug manufacturer, “Watch your 
research expenses.” How can we say what should be basic and what 
should be applied and what should be clinical research? Isn’t that 
a matter of the management of each drug company? Some companies 
were spending 13 percent for research, and others were only spending 
3 percent. They are in the first 20. 

Senator Kerauver. Before you ,get the question too complicated, 
let’s give the doctor a change to answer it. 

Dr. Wernstetn. Well, first of all, I am not going to argue about 
the fact that drugs, the recent drugs, have made tremendous differ- 
ences in the death rate. It would be ludicrous to say that this has not 
happened. 

owever, I do not think that the question really is pertinent to 
what we are talking about, as far as I am concerned. 

There are several things that should be brought out. One is that 
T am not against research. Heavens, no! I am all for it. I spend 
at least half of my time, at the present time in my present position, in 
research, and I expect to devote the rest of my life to this sort of 
thing. 

But I do feel that when you talk about research, let’s talk about re- 
search. When we are talking about promotion, let’s call its promo- 
tion. That’s all I am asking. In other words, if a drug has been 
on the market for 2 years and a grant is given to some physician 
to observe a few cases so that a new paper can be written on that 
particular drug to get it in the journals, then this should not be called 
research. This is what I am objecting to. 

Mr. Cuumpris. But how do we know, how does even the scientist 
himself know when he starts working with these hundreds of thou- 
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sands of compounds that he is working on each year, in these various 
laboratories—how does he know what drug is going to come out of 
it that is going to cure something that we haven’t yet found a cure 
for? Whether it is basic research or applied research or clinical 
research ? 

Dr. Wernstern. Sir, we are still talking about two different things, 

Mr. Cuumpnis. I don’t think so. At least the point that we are try- 
ing to find out some evidence on—because we are the ones that have to 
sift through this material that is coming through—where can we 
say where the line is going to be drawn? Where are you going to draw 
the line on this question, as Senator Hruska said a moment ago? 

Senator Kerauver. Do you want to answer that, Doctor ? 

Dr. Wernstern. The kind of things you are talking about, the basic 
research, the scientist working in a laboratory, looking for new drugs 
and doing basic animal studies, I would not argue about that at all. 
We should have much more of that. But I would not waste money 
on drugs which have been on the market a long time, having some- 
body write up a few more cases on the same sort of therapy studied 
before and calling that research. 

Mr. Cuumpris. But haven’t wonderful drugs been found where 
someone did the basic research and somebody else picked it up from 
there in the laboratories of a different pharmaceutical company and 
developed drugs? 

Dr. Wernste1n. You will have to cite me an example of that. I 
don’t know of any. 

Mr. Cuumerts. For instance, this goes a little bit further. Dr. 
Berger stated that they developed this drug. He went to England, 
he couldn’t produce it in England. He came to the United States 
and 10 years later he put it on the market. 

Dr. WEINSTEIN. Sir, you asked me a question which is difficult for 
me to answer, because I think I may have already given you the idea 
that I do not think much of the particular drug Dr. Berger invented. 
This is a personal opinion. So I cannot feel this is a lifesaving thing 
or that it really has been a contribution of any great importance. 

Mr. Cuumprts. Then I am just going to ask you one other point. 
You said many new drugs are clamoring ta become known. “There 
are many new drugs clamoring for attention. ° Now, as I understand 
it, the best way to have those new drugs become know is through 
medical journals, through articles like you mentioned, through the 
detail men, and hospitals and institutions. 

Do you agree that that is one way of getting a new drug, which 
may become a drug that some day will be the cure for diseases that 
have not yet been cured ? 

Dr. Wernstern. I think what this statement means is that there are 
so many inconsequential things demanding attention from an investi- 
gator, and that there are really relatively few people set up to do the 
kind of study I am talking about. And so if they are barraged with 
requests for studies of drugs from every conceivable source, and many, 
many formulations of the same drug, obviously they will not have the 


a to study the good drug you are talking about that may come 
along. 
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Mr. Cuumpris. Mr. Chairman, in the interest of time I will ask 
no further questions. 

Senator Keravuver. Mr. Kittrie. 

Mr. Kirrrm. Thank you, Mr. Chairman. 

Dr. Weinstein, I would just like to ask you a few questions here to 
clarify some of the problems that came up here. 

You discussed the problem of prescription by generic names as 
against prescription by trade names. Now, is the real problem pos- 
sibly that not so much that the doctor is not aware of the different— 
of the fact that there are other drugs that he could prescribe? I mean 
isn’t it a fact that the doctor generally speaking may be aware of the 
fact that there are other drugs, and that if he wanted to he could 
prescribe by generic name. But still he prefers to prescribe by trade 
name, because of the fact that he has more faith in a particular com- 
pany whose drug he prescribes by trade name. Let me add one more 
ee If you were to prescribe a certain drug to a member of your 

amily, and you knew that you could prescribe it by generic name or 
trade name, and you knew that prescribing it by trade name you would 
be getting a produced by Upiche., while if you prescribe it by generic 
name the member of your family may be getting any number of drugs 
manufactured by companies totally unknown to you, would you prefer 
to prescribe by generic name or would you prescribe by trade name, 
preferring that that member of you family get a product of Upjohn 
rather than any other product ? 

Dr. Wernsrern. I can answer that question very easily, sir. First, 
TI do not take care of my own family. But if I did, it would be strictly 
with a genericly named drug. In addition, I do as much of my 
prescribing at the present time as I possibly can by generic name. 
This does not. bother me in the slightest. 

Mr. Krrrriz. Now, many doctors I discussed this with said as far 
as they were concerned, they were going to make sure that their 
patients would get the best product, possible. “I know what Upjohn 
manufactures. I don’t know what the others do.” 

In conferences that we had with the Food and Drug Administra- 
tion, we discovered that the Food and Drug Administration checks 
on samples of drugs manufactured everywhere. But still, quite often 
they will catch a product that is an inferior product only much too 
late. And many doctors, isn’t it true, will feel that they have more 
faith in a particular company. 

Dr. WernsteE1n. I can’t speak for these doctors, sir. 

Mr. Krrrriz. You do not feel that way ? 

Dr. Wernsretn. I do not feel that way at all. 

Mr. Kirrrie. It would matter to you not at all who supplies the 
particular drugs that you would prescribe ? 

Dr. Wetnster1n. No, providing I knew the drug ordered was the 
one given the patient. And I would also say there are instances where 
some of the drugs produced by the so-called high quality firms also 
are not entirely satisfactory in usage. 

Mr. Krrrrie. Now, on the question of drugs that may be dangerous— 
and this is naturally of great concern to all members of this subcom- 
mittee—to the extent that there is a drug that may have dangerous 
toxic effects, doesn’t the Food and Drug Administration have suffi- 
cient authority right now to prohibit the sale of such drugs? 
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Dr. WernsteIn. I believe it probably does; yes, sir. 

Mr. Kirrrie. So if the Food and Drug Administration does not do 
the job properly, it is just possibly because they do not have enough 
money or staff. But they do have the authority to prohibit sale of 
drugs that have dangerous effects. 

Dr. Wernstetn. I believe this is probably true. 

Mr. Kirrriz. Now, on this question of advertising, proper advertis- 
ing, excessive advertising, or excessive statements that are being 
made—what would be the best way to regulate this ? 

Dr. WernsteIn. I believe I made a suggestion which I feel would 
be the very best way—it would be to take the statement which is 
published by the American Medical Association Journal, by the Drug 
Council. This comes out anywhere from 6 months to 2 years after the 
drug is marketed. They take all the evidence available to them, and 
summarize and publish it. This should be done the day the drug is 
on the market. The material and information is provided by the 
manufacturer to the AMA. They merely study it, edit it, and analyze it. 

This material should be made available before the drug ever goes on 
the market. And if this was incorporated in the package and in the 
advertising of the particular drug, this would take care of all the 
advertising problems that have come before the committee. 

Mr. Krrrriz. Now, this country has a long tradition of self-regula- 
tion by the various businesses. For example, there are medical asso- 
ciations, the bar associations, all have rules as to what they consider 
ethical conduct in advertising. Would you say that the Association of 
Pharmaceutical Manufacturers could be the best possible judge to de- 
cide what is excessive and what is not excessive advertising? Wouldn’t 
it be best to leave it to them, if they would undertake to do so, just 
the way the bar associations and so on proceed against members 

Dr. Wernstern. There is a difference between the two, because the 
professional standards in your bar association and in the medical 
association are a much more critical thing than whether you belong 
to the Pharmaceutical Manufacturers Association or not. It is based 
on entirely different principles. 

Now, I would say, and I would hope, that voluntary steps would be 
the answer to our entire problem. I would be delighted if the com- 
mittee would not have to write a single new piece of legislation nor 
even recommend it, if the manufacturers would do some of the things 
that seem should be done. 

Mr. Krrrrre. You have raised another question 

Senator Kerauver. Dr, Weinstein, are you willing to let any of us 
write out questions to you and you can nent a reply which can be made 
a part of the record ? 

Dr. Wernste1n. I certainly will, sir. 

Senator Kerauver. Mr. Kittrie, I think the doctor should leave in 
3 or4 minutes. His plane is leaving soon. 

Mr. Kirrrre. Let me ask one final question. You discussed the 
question of efficacy, and you felt that certain drugs should not be put 
on the market until we had all evidence concerning efficacy. But isn’t 
efficacy really a relative term? The more you use it, the more years it 
is in use, the more you are going to find out about efficacy. Are we 
going to require all final evidence before you put it out on the market ? 
You may very well prevent some of these drugs from reaching the 
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public. Aren’t you doctors always taking a chance in saying, “On 
the basis of the evidence we have up to now, we will go ahead and 
prescribe this drug.” 

When you go ahead and undertake surgery, you can never tell 
what the final product will be. But on the basis of the evidence 
that you have, you decide, “I am going to operate.” Isn’t the same 
true in cases of putting drugs onto the market ¢ 

Dr. WernsreIn. Yes, of course. The point is that the physician 
must make his decision on the basis of information given to him. He 
is not in a position to test this drug. And a single test on a single 
patient is not an investigation. It never has been. He must be 
given the proper tools, the proper information, and this requires a 
ot more than is being done right now. 

You would not ask him to operate with rusty tools. 

Mr. Krrrrie. Now, in cases of drugs that you prescribe, I would 
just like to get one final answer. The point was raised here yesterday 
that information concerning concentration in this industry as pro- 
vided by the members of the industry, that this information is not 
accurate. A list was prepared of several drugs that were widely 
used, and the statement was made that these particular drugs—and 
they are listed I believe here by trade names—that these drugs are 
manufactured just by a few companies. 

Now, as a doctor that has been prescribing drugs over the years, do 
you feel that there are enough competitors on these specific drugs 
that have the major part of the market—do you feel that if dectors 
wanted to, they cual prescribe similar drugs and that actually the 
market is or is not controlled by these specific drugs listed by the 
subcommittee ? 

Dr. Wernstetn. I cannot follow that. I don’t think it is pertinent 
to my information, because I cannot comment on that. 

Senator Kuravver. I take it you cannot comment on whether there 
is sufficient competition in the industry. 

Mr. Krrrrm. The particular drugs that you prescribe today in your 
hospital, if you prescribe any drugs, do you feel that you could actu- 
ally go ahead and find a similar drug that is not controlled by one 
of these large companies ? 

Dr. WernstTEIN. Very often; yes. 

Mr. Krrrrre. You do? 

Dr. WernsteEINn. Yes. 

Mr. Krrrrie. So I mean although 99 percent of the doctors may be 
prescribing one particular drug, still if they wanted to, they could 
find similar drugs manufactured by other manufacturers? 

Dr. Wernstern. They do not have the facilities available to them 
I have. We have a hospital pharmacist, several of them, who can 
devote their time to having bids sent out and everything else. 

Mr. Krrrrre. All you are saying is that the average doctor at this 
time maybe does not have enough information about competing drugs. 
But there are competing drugs he could prescribe. 

Dr. WertnstTEINn. In some instances. There are some places where 
it is impossible. There are certain drugs made by just one company 
and that is all. 

Mr. Krrrrre, But this is not true in most cases or in all cases. 
Dr. WernsteIn. Certainly not true in all cases. 
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Mr. Krrrrie. Thank you very much. 

Mr. Cuumpris. You said one drug. But that is just the patented 
drug or the trademark. But in the generic name there are other drugs 
similar to that. Is that true? 

Dr. Wetnste1n. Sometimes; yes. For example, I can use Mepro- 
bamate or Miltown if I wanted to, but I prefer to use phenobarbital. 
It is in the same family, as far as effect. 

Mr. Cuumerts. But there are other tranquilizers besides Mepro- 
bamate. 

Dr. WeinsteIn. Oh, ves; yes—dozens. 

Senator Kerauver. Very well. 

Dr. Weinstein, we want to thank you for coming. As far as I am 
concerned, I want to say I know you feel a responsibility and that 
you want to try to help out. I think you have made a very useful 
presentation for which we are grateful and it will do some good. 

Thank you very much. I hope you catch your plane. 

Let’s take about a 3-minute recess, and see what we will do here. 
At least we can get started with Dr. Seidell. 

(A short recess was taken.) 

Senator Kerauver. Our next witness is Dr. Martin A. Seidell. He 
is here under subpena of the committee. Dr. Seidell replied to the 
committee’s inquiry that he would cooperate. We subpenaed him. 


STATEMENT OF DR. MARTIN A. SEIDELL, ASSOCIATE MEDICAL 
DIRECTOR, RIKER LABORATORIES, NORTHRIDGE, CALIF. 


Senator Keravver. Dr. Seidell, do you have a biographical sketch 


we can put in the record ? 

Dr. Semety. Yes, I do, sir. I just handed it over there. 

Senator Kreravver. Let me say in the first place that your state- 
ment, with any copies of letters, charts, and tables that may be at- 
tached, will all be made a part of the record. And we will put in the 
record as exhibit 237 the biographical sketch which has been supplied. 

(Exhibit No. 237, may be found on p. 10528. 

Senator Kreravver. Can you tell us something briefly about your 
background, Doctor? 

Dr. Semetu. I was born 38 years ago in Nebraska, though it seems 
considerably longer right now. I received my medical degree from 
the Indiana University School of Medicine in 1946. I interned in 
Indianapolis (a rotating internship) 13 months. I spent 2 years 
after that as a naval rantieal officer, 14 months of which I spent in a 
naval hospital. 

After that I had a year’s residency in Indianapolis in neurology, 
followed by another year of internal medicine. 

I practiced in general practice in a city of a half-million, Indianap- 
olis, for a period of time prior to a research fellowship, and a derma- 
tology precepteeship. 

Then, I went to the Mayo Clinic; and, when I left Mayo’s—that is 
the Mayo Foundation, I joined a large clinic in Illinois (the Carle 
Clinic) where there were 42 specialists, and served on their internal 
medicine staff for approximately 4 years. 











10286 ADMINISTERED PRICES 





I left that group in 1957 and joined the J. B. Roerig & Co., division 
of Charles Pfizer & Co., Inc., in New York on the 15th day of July 
1957. This followed the moving of this division from Chicago. 

Senator Kerauver. I see that you are licensed to practice in In- 
diana, California, Minnesota, Illinois, Florida and New York. 

Dr. Sewext. That is correct, sir. 

Senator Hruska. Have you ever been in private practice ? 

Dr. Sewext. I certainly have. 

Senator Kerauver. How long have you practiced ? 

Dr. Sewe.w. I practiced, i said, some general practice in Indian- 
apolis, and then after I left the Mayo Foundation I was at the Carle 
rem on their internal medicine staff from October 1953 until July 
1, 1957. 

Senator Keravuver. Did you go to the University of Nebraska ? 

Dr. Semetu. No, I did not. I was graduated by Indiana Univer- 
sity. 

Binabiok Kerauver. You were born and lived in Nebraska ? 

Dr. Sewet. Yes, sir. 

Senator Kreravuver. Allright, sir. Now, let’s proceed. 

Dr. Seme.. A cogent editorial (J. Mich. Ac. G. P., July 1959) was 
sent tome. The following direct quotations express the reliance of the 
average medical practitioner upon what he considers to be the role of 
the medical director in the ethical pharmaceutical industry : 

* * * The medical director is the conscience of his company. * * * It is his 
unique function to serve as a bridge over the chasm that divides the pharma- 
ceutical manufacturer and the practicing physician in the pursuit of their com- 
mon goal—better medical care for the American public. * * * It is his intui- 
tive reactions that convert improper exploitation into more effective ethical 
medical promotion. 

A Nobel laureate and an eminent clinical investigator are on record 
as concurring that the physician-practitioner, owing to the duress 
of his busy life, is individually “incapable of serving as an expert in 
evaluating the totality of advertisin 

It is incumbent upon the alia deaien to exercise empathy for 
both his company and his profession in reviewing advertisements and 

romotional material. He must opine whether it may be considered 
vy the peneerent reader for whom it is intended either explicitly false 
or implicitly misleading. Statutes cover the “false and misleading” 
brand; however, an intuitive sense of professional impropriety also 
should be exercised by one with real empathy but cannot be statutory. 

PMA Principle No. 6 states that “all medical claims and assertions 
contained in promotional communications should have medical review 
prior to their release.” 

(I just entered into the record a copy of the PMA principles which 
maybe has already been given you.) 

Senator Kerauver. The editorial you referred to will be exhibit 
238 and the principles of the Pharmaceutical Manufacturers Asso- 
ciation will be exhibit 239. 

(Exhibits Nos, 238 and 239 may be found on p. 10529.) 

Senator Krerauver. You have supplied us with an article entitled, 
“The Case of the Substituted Drug,” from the Saturday Review, and 
the Principles of Medical Ethics of the American Medical Association, 
which will be marked respectively exhibits 240 and 241. 
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(Exhibits Nos. 240 and 241 may be found beginning on p. 10531.) 
Senator Keravuver. You may continue, Doctor. 

Dr. Semen. Pfizer’s president in a form letter to inquiring stock- 
holders (p. 3), aroused by John Lear’s Saturday Review, September 
5, 1959, article entitled “The Case of the Substituted Drug,” avers 
agreement with the “medical review” principle. I quote from the 
same page (3) : 


All Enarax advertisements were approved by the Roerig Medical Department 
and were initialed with suggested revisions. Moreover, those suggested medical 
revisions were incorporated in Enarax advertisements. 


Mr. McKeen brands the article “inaccurate.” I consider it my duty 
here to provide your committee with factual background information 


for you to project both a judgment on this point as well as the 
corporate orientation of Chas. Pfizer & Co., Ince. 

The American Medical Association’s “Principles of Medical Ethics” 
are considered germane as these are patient oriented rather than stock- 
holder oriented, and interdigitate with the “PMA Principles” as 


they relate to the role of a medical director. The following sections 
are quoted in part: 


4, * * * Physicians should observe all laws, uphold the dignity and honor 
of the profession and accept its self-imposed disciplines. They should expose, 
without hesitation, illegal or unethical conduct of fellow members of the profes- 
sion. 

6. A physician should not dispose of his services under terms or conditions 
which tend to interfere with or impair the free and complete exercise of his 
medical judgment and skill or tend to cause a deterioration of the quality of 
medical care. 

10. The honored ideals of the medical profession imply that the responsibilities 
of the physician extend not only to the individual, but also to society where these 
responsibilities deserve his interest and participation in activities which have 


the purpose of improving both the health and well-being of the individual and 
the community. 


In deference to the PMA, I sent a letter on July 31, 1959, to Dr. 
Closs. 


This is in the appendix, dated July 31. This was sent on my own 
personal stationery. 


Dear Dr. Cross: Only a portion of my reasons for the extraordinary act 
of summary resignation are recounted in the enclosed copy of my letter of 
severance from employment as medical director of J. B. Roerig & Co. Division, 
Chas, Pfizer & Co., Inc. 

The May 24, 1959, PMA “Statement of Principles of Ethical Drug Promo- 
tion” indicates that your president will bring to the attention of the PMA 
board of directors ethical code violations that come to his notice. Since I know 
you personally I am writing to you directly to ask you to serve as an avenue to 
him. At the same time I am sending a copy of this letter to other acquaintances 
within the board. 

The Sigmamycin complaint is already a matter of record. The Enarax in- 
quiries are probably also known to you, although the background may not be. 
The failure to obtain clearance from any physician on Pfizer’s staff for the 
TAO advertisements resulted in the rejection of the proposed material by sev- 
eral journals although “mailers” were sent out. 

My respect for the pharmaceutical industry is not shaken. Indeed, I am to 
resume working in this industry in just 2 weeks. There is no rancor in my act. 
It is rather my fond hope that by policing its ranks the industry may help Pfizer 
to gain the perspective it lacks owing to its immaturity. 

I submit that the medical profession and society in general expect and re- 
quire of their great ally, the pharmaceutical industry, conduct that is in every 
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way exemplary. Likewise, it is felt that the physician members of the indus- 
try must maintain an environment that is free of legal, ethical, and moral 
stigmata. 
Respectfully, 
M. A. SEIDEL, M.D. 

The Roerig product Enarax is mentioned in this letter to the PMA. 
It is a combination of two drugs, one of which is marketed under the 
name Daricon by Pfizer Laboratories and is generically termed oxy- 
phencyclimine, while the other is the tranquilizer Atarax (hydrox- 
yzine). 

On December 9, 1957, after reading the pharmacology report on 
oxyphencyclimine, I suggested in a memo to my first general manager 
that Atarax and S 1-1236 (as Daricon was then known) could well 
be complementary, probably additive, and perhaps potentiating. I 
later submitted the formulation for this new product. My rationale 
was outlined in detail in August 1958 when it was apparent we were 
to have access to S 1-1236 (Daricon). 

Atarax is a tranquilizer with mild antisecretory properties since it 
is also anticholinergic. Daricon is an anticholinergic which is mildly 
antispasmodic and a potent antisecretory. The drug’s rationale is 
sound and there is no intention whatsoever to discredit it in the re- 
counting of the background events in its introduction. It is indicated 
for the treatment of any condition where antisecretory-antispasmodic- 
tranquilizer actions are deemed necessary; that is, gastrointestinal 
dysfunctions principally such as peptic ulcer syndromes, gastritis, 
and related diseases. 

My decision to leave Pfizer’s employ was longstanding because I 


had come to realize that the managerial policies in the marketing divi- 
sions were incompatible with both the ethics of my profession and my 
sense of morality. My action appeared summary but was calculated 
to register an effective protest. 

This a was generally aimed at the perverted marketing atti- 


tudes which led to the release of pfomotional materials that resulted 
inthe FTC complaint. Specifically, the original “mailers” and adver- 
tisements on the Roerig product Enarax were considered by me both 
“false and misleading” when I first reviewed these and urged changes. 
The recommended changes were rejected. The recommendations were 
already preempted by my management. Now, I must prove my op- 
position at the risk of otherwise being considered incompetent and 
unprofessional. 

No Pfizer Laboratories or Roerig medical director had actually 
been delegated the authority to “approve or disapprove” promotional 
and advertising materials. The medical director, as a departmental 
head, reviewed for the advertising manager the materials which were 
designed to conform with the policy set forth by management. I 
could only recommend changes, as I did. However, it was up to the 
advertising manager and general manager to accept or reject these. 

Attempts to engender arbitration had been fraught with bitterness 
and discord. Responsibility without authority is unjust and contra- 
dictory. I assumed responsibility for urging changes in the Enarax 
promotional materials which required that these be reworked. The 
responsibility for rejecting my recommendations is the dual ones of 
the general manager who set the policy and that of the advertising 
manager who contrived to perpetrate the deceit. 
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Attention will be invited to the blatant misuse of numerical data 
and the written word in certain items questioned by the FTC (9 REN 
MJ 11; RE 716; RE 718; RE 719). 

Mr. Dixon. These will be marked “Exhibits 242, 243 and 244.” 

(Exhibits Nos, 242, 243, and 244 may be found on pp. 10538-10542.) 

Senator Kerauver. All right, proceed, Doctor. 

Dr. Semetu. Preliminary copies of these items were provisionally 
initialled qualified by the words “with changes” indicating that a di- 
rect reference to the component oxyphencyclimine (Daricon) was 
required wherever necessary. Whether these were to be reworked or 
an asterisk for reference was to be used was the option of the general 
manager when consulted by the advertising manager. 

I was told that the plan was firm, so I discussed the impasse with 
my administrative assistant who volunteered to write a memo to the 
general manager (January 21, 1959) in which he underscored the 
sentence : 

Obviously, we cannot use Daricon data and assume that it would be the same 
as Enarax data. 

This, he knew, followed my acquainting a member of Pfizer’s board 
of directors with the deceitful advertising scheme. 

At this point, I think we should review the item numbered 9 REN 
MJ 11. This appeared in March, April, and May, 1959, in the fol- 
lowing publications: AMA Archives of Internal Medicine, American 
Journal of Gastroenterology; American Journal of Medicine, Annals 
of Internal Medicine; Gastroenterology; JAMA, on March 7, March 
21, April 4, April 18, May 2, and May 16; in Modern Medicine on 
March 1, April 1, and on May 1, and in Postgraduate Medicine. 

Note the statement in the first paragraph, after— 

‘narax protects against hypersecretion, hyperirritability, hypermotility, and 
hypermotivity, 
where it reads as follows 

Senator Kerauver. Has this been made one of the exhibits ? 

Dr. Servet. Yes, it is in the last group. 

Senator Kerauver. It is exhibit 242, I believe. 

Dr. Sewext. In the first paragraph, it states: 

Enarax combines a new long-acting anticholinergic (antisecretory-antispas- 


modic) with the proven antisecretory tranquilizer (Atarax) to relieve pain, 
spasm, hyperacidity and disease-induced tension. 


That is correct. But, then, it goes on to say: 


Just two tablets daily proved clinically effective in 428 out of 490 patients with 
a wide variety of gastrointestinal disorders. 

I will show you later these figures could not possibly be correct, 
and were recognized as incorrect, so I insisted that the copy be re- 
worked. 

In the next paragraph it says: 

Selective postganglionic action on the GI tract minimizes side effects. Of 512 
patients treated to date, reactions were usually mild, transient, and easily 
reversed. 

Now, there is no reference there to oxyphencyclimine. Any reader 
looking at this could only interpret this as meaning that they are 
referring to Enarax. 
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Senator Kerauver. You say they refer to Daricon ? 

Dr. Srmwetx. To the product Daricon, oxyphencyclimine, which was 
only a component of Enarax, and was studied under different circum- 
stances, which I will explain later. 

Senator Krravuver. But as I understand it, these data refer to 
Daricon. Daricon was used as one of the components to make Enarax, 
and these did not refer to Enarax at all. 

Dr. Semetz. That is correct. The combination in Enarax is a 
“fixed ratio” combination; and, at this time, we had no such expe- 
rience with Enarax. 

The next item is listed by its advertising code as RE-716. 

Mr. Dixon. That would be exhibit 243. 

Senator Kerauver. All right, sir, proceed. 

Dr. Semeyi. On this item, there is on the extreme right a table 
which is headed “Summary of Cases After More Than a Year’s Clin- 
ical Testing With This Unique Anticholinergic.” Now, something 
was neglected here. There was supposed to be an asterisk at this 
point, and down at the bottom it should say “refers to oxyphency- 
climine alone,” or “oxyphencyclimine alone.” This was the qualifica- 
tion which I felt was necessary to indicate to the reader that this was 
not Enarax, but a component, oxyphencyclimine. But these data re- 
fer to Daricon. 

Senator Keravuver. The data here refers to Daricon, and not to 
Enarax? 

Dr. Semett. That is correct. 

Senator Kerauver. And there was no such experience with the 
product advertised as Enarax? 

Dr. Semety. That is correct. 

Senator Kerauver. And was that called to their attention, do you 
think ? 

Dr. Sere. Yes, it was. 


Senator Kreravuver. What happened ? Was the advertisement put 
out anyway? Goahead. I don’t want to interrupt you. Finish your 
statement. 

Dr. Semety. The next item is RE-718. 

Mr. Drxon. That would be exhibit 244. 


Dr. Srrmet.. Here, in the first paragraph, on the lefthand page, 
the statement is made: 


Dual protection against hypersecretion—the combination of a new and potent 
anticholinergic (antisecretory-antispasmodic) with Atarax, the proven anti- 
secretory tranquilizer, provides a twofold attack on oversecretion of gastric 
acid. To date, of 358 peptic ulcer patients treated (many of them refractory 
to other therapy), 326 have obtained good to excellent symptomatic relief. 

There is a notation to Reference No. 7. ; : ‘ 

Here again the reader could not interpret this as meaning Daricon, 
to which it really has reference. The reference here (Reference No. 
7) would require it. It says “Data in Roerig Medical Department 
files.” But these data referred to Daricon. 

Senator Keravuver. And not Enarax. 

Dr. Semetu. That is correct. There is also a file card. 

Mr. Drxon. This will be 245. 

(Exhibit No. 245 may be found on p. 10544.) 

Senator Keravuver. W hat is this file card ? 
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Dr. Sremerx. These are distributed to the doctors, who in turn 
usually keep these for his quick reference. In the last sentence, under 
“Advantages,” it says, “After more than a year’s clinical testing, suc- 
cessful results have been reported in about 80 percent of patients.” 
And this again refers to Reference 7 (“Data in the Roerig Medical 
Department files”). I regarded this as incorrect at the time, too, 
based on 1 month of statistics that were available to us on very 
limited (1 month) experience that we had with Enarax. 

The next exhibit is coded RE-719. 

Mr. Drxon. That would be exhibit 246. 

(Exhibit No. 246 may be found on p. 10545.) 


Dr. Sremety. On the left-hand side, lower left-hand corner, the 
statement is made: 


out of 512 patients with various GI and GU disorder, results were good to excel- 
lent in 408. 

Here again there is no reference to the source, which was Daricon, 

The table on the right-hand page has the same objection that I have 
already mentioned—the tabulated data could not possibly relate to 
Enarax as it implies, and there was left off the stipulation that I had 
made—that in some way these must be qualified, with an asterisk or 
something of the sort, so that there was a direct reference to oxyphen- 
cyclimine. 

Senator Kerauver. When you say oxyphencyclimine, you mean 
Daricon ? 

Mr. Serpe... Daricon, yes, sir. 

Senator Keravver. In all these ads, did you point out the error? 

Dr. Semen, Will you repeat that ? 

Senator Kerauver. I say in these cases—well, go ahead. You 
proceed. é; 

Dr. Semetzt. All right. At this time I think we should review the 
revised pieces, which appeared 3 months later. 

The first item is numbered RE-755. 

Mr. Dixon. I havethat here. That will be exhibit 247-A. 

(Exhibit No. 247—A may be found on p. 10547.) 

Dr. Semet.. In this case, when one inspects the original (and 1t 
cannot show up on the copy you have) there is a blacked-out tabula- 
tion which once was a column for Enarax. On the original, when 
tilted, one can read the numbers. The total at this time was to be 
claimed as 227 cases. But, owing to the complaints of my department 
about the misuse of these data, our tabulation was submitted to the 
advertising department and another column was printed in beside the 
deleted column. So, they did correct it in May (3 months later). 
There were only 156 cases that we had at that time. 

Senator Kerauver. What you have referred to does not show on the 
copy that we have. Can we see the original? I did not understand 
the significance of what you were talking about. 

Dr. Serer. The advertising people were going to make claims, 
even later, for Enarax which claims were again inaccurate. Specifi- 
cally, they had claimed 227 cases, when our own tabulation was 156. 
You can see that they did correct this. 

Senator Keravver. In the blacked-out part of the photostat I can 
now see what was first printed there. 
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Dr. Semeuy. Yes, if you tilt it. If there were better lights, you 
could read the numbers. 

Senator Kerauver. What is the number ? 

Dr. Semexu. I read that. Ihave forgotten what it is. 

Senator Keravuver. Allright. Proceed, Doctor. 

Dr. Sewet. The other item is RE-756. 

Mr. Dixon. That will be exhibit 247-B. 

(Exhibit No. 247-B may be found on p. 10549.) 

Dr. Semety. It has the same deletion; and I have no additional 
comment, aside from the fact that the table down at the bottom refers 
to 20 milligrams oxyphencyclimine dosage. However, the advocated 
dosage for Enarax was one-half to one tablet, twice a day. There 
were 10 milligrams of oxyphencyclimine present in each tablet. Thus, 
this would mean that two whole tablets would have to be taken to give 
a comparable dosage of oxyphencyclimine. 

Senator Kerauver. Explain the significance of this. In adding 
oxyphencyclimine—— 

Dr. Semetzi. Which is Daricon. In other words, the data which 
are displayed there show the results of gastric aspirations after an 
overnight fast as well as 11 hours after the administration of a 20- 
milligram dosage of Daricon. This would be equivalent to two whole 
tablets of Enarax to get that much oxyphencyclimine or Daricon. 
However, the advocated dosage of Enarax was one-half to one tablet 
twice a day. 

Senator Kerauver. This is the first time that Daricon seems to 
have been shown separately from Enarax, is that right, in the later 
advertisement ? 

Dr. Seme.t. Well, I think on the other copy there is a column here 
just as on this one, where they attempted to separate the two for 
the first time—oxyphencyclimine and Enarax: But even in so doing, 
we had to have them delete the statistics that they wanted to use, so 
they would use the appropriate ones, the ones that we could actually 
‘document in our files. : 

Mr. Cuumprts. At this point—on the first one, on 243, when you 
say “summary of cases after more than a year’s clinical testing with 
this unique anticholinergic,” now what is an anticholinergic? 

Dr. Semwetn. An anticholinergic agent is one which ablates the effect 
of transmission in neurons which have acitylcholine as the trans- 
mitting substance. 

Mr. Cuumerts. Well, could that be identified as Daricon? Is Dari- 
con one of these ? 

Dr. Srmetu. Yes, and it so happens that Atarax has anticholinergic 
properties also. 

Mr. Cuumerts. Why wouldn’t that word “anticholinergic” be suf- 
ficient to identify it as talking about Daricon and not about the 
combined products? 

Dr. Serwern. I think—— 

Mr. Cuumertis. Wouldn’t the doctors know that when they saw this, 
when it was sent to them, that when you are talking about anti- 
cholinergic, you are talking about Daricon, the one product and not 
the combined products ? 

Dr. See... I think this is an assumption. 

Mr. Cuumenrts. I mean this goes to the doctors, doesn’t it? 
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Dr. Seweu. Yes, it does. 

Mr. Cuumepnris. He is supposed to know, isn’t he? I mean toa lay- 
man, I might not know But this doesn’t goto the layman. This goes 
to the doctor. Right off he would see “summary of cases after more 
than a year’s clinical testing with an anticholinergic.” It couldn’t be 
anything but Daricon, could it ? 

r. Swe... It happens that Atarax is also an anticholinergic, that 
is, it has anticholinergic properties. 

Mr. Cuumpris. But you say it has properties. But would you say 
that a doctor would reasonably understand this to be that it was meant 
to be Daricon that these cases refer to? 

Dr. Semetxi. You think this is a good idea, then, to have that quali- 
fication in there? 

Mr. Cuumpris. I am asking the questions. We are trying to get 
information, Doctor. 

Dr. Semett. Well, the reason it was put in there was because I 
asked them to put it in there. 

Mr. Cuumepris. But this was before this. You asked to put this 
bottom one in, the one with the asterisk. I am talking about the way 
it was before you put the asterisk in there. Wouldn’t the doctor 
reasonably understand it to be Daricon ? 

Dr. Semery. I am not sure that is true. I think that certainly 
one 

Mr. Cuumeris. Well, then, there is a reasonable doubt that some 
doctors may or some doctors may not. Is that the point ? 

Dr. Semett. I thought it could be misleading this way. 

Mr. Cuumertis. I can understand you as a medical adviser to this 
group would be more cautious. But what I am pointing out is would 
it meet the test of the Federal Trade Commission Act, let’s say ? 

Dr. Semety. The Federal Trade Commission has filed a complaint, 
so evidently they interpreted these as being misleading. 

Mr. Cuumpris. It is filed on this particular point, precisely this 
one point we are talking about now? . 

Dr. Semett. I think on the totality of their valuation of the adver- 
tising attempt. 

Mr. Cuumpris. I am referring just to this one point now. 

Dr. Semen. I don’t know what specific point. I have a feeling 
that they saw in the whole series a pattern. 

Mr. Cuumpris. But you say it would be reasonable for doctors to 
assume that with this unique anticholinergic it would mean Daricon. 
And Daricon was tested. 

Dr. Semetu. No, I don’t believe so, because there is no reference to 
it. You see, it says Enarax. And actually there is more to this, 
which I will bring out later. It has to do with dosages, the experience 
of dosage with the Daricon group being quite different from that 
with Enarax. 

Mr. Cuumpris. All right, Doctor. 

Senator Krerauver. Suppose we try to get all your exhibits in the 
record, and then we will have some questions in the morning. 

Dr. Semwetu. Since you brought up the definition of an anticholin- 
ergic, I think here is another point which I thought was really wrong 
about these advertisements. Its significance is relatively harmless, ex- 
cept that it shows a contempt for the physician’s training. On this 
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(p. 3522) it says “Anticholinergic antispasmodic tranquilizer.” The 
background behind this is rather interesting. 

The market research people had apparent y persuaded our man- 
agement that doctors regard “anticholinergic” as synonymous with 
“antisecretory.” I contend this piece more correctly should have said 
“antisecretory” as a property separate from “antispasmodic,” and then 
“tranquilizer.” I told them this several times. But it was to no avail. 
They assumed that there is a lack of ability among physicians to inter- 
pret what anticholinergic means. I don’t believe it. 

Senator Keravver. All right, let’s proceed with the other exhibits. 

Dr. Sere.y. The next is No. RE-760. 

Mr. Dixon. That will be Exhibit 248. 

(Exhibit No. 248 may be found on p. 10551.) 

Dr. Sewer. Now, the last sentence in paragraph 2 on the left-hand 
side says— 


in the most recent studies, substantial reduction of acidity was achieved and 
sustained in 119 out of 124 cases with only two tablets daily. 

Note it doesn’t say here that this refers to Daricon alone, which it 
did!- The context of this implies that it actually refers to Enarax. 
However, on Enarax the only two secretory studies that were in exist- 
ence at that time were referred to in a paper written by Dr. Leming. 

Senator Kerauver. Where is he? 

Dr. See. He is at the University of Tennessee. 

Senator Keravuver. He is at a good university. 

Dr. Sewe.. Yes, sir. 

Senator Keravuver. You mean these 119 case studies seen to refer to 
Enarax, whereas actually they were made on a «ifferent drug, Dari- 
con, is that right ? 

Dr. Semet.. That is correct. 

Senator Kerauver. And there hadn’t been any clinical studies of 
this kind on Enarax as advertised ? 

Dr. Semety. Numerically these eould not possibly be equated. 

Senator Keravver. All right sir. 

Dr. Sere. This is for the record, a copy of the January 21, 1959, 
memo, which was quoted up above as saying: 

Obviously, we cannot use Daricon data and assume that it would be the same 
as Mnarax data. 

Senator Kreravuver. That will be exhibit 249. This is a memoran- 


dum to the management saying that they obviously could not do that, 
is that correct ? 


Dr. Semetu. Yes, sir. 

(Exhibit No. 249 may be found on p. 10554.) 

Dr. Semen. Now, the background on this is one that I think you 
should get now. 


In December, I had already collided with my general manager 
over 

Senator Keravuver. What is your general manager’s name? 

Dr. Szmety. George B. Stone. I collided with him over an adver- 
tisement. And I will go into the TAO episode later. But it was not 
good decorum for me at the time to take this up with him directly. 
I dealt with the advertising manager, who came to my office, with 
all these copies on onionskin in triplicate, and I made certain recom- 
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mendations to her. She told me, as I stated, that the policy was a 
fixed one; this is what they wanted to do. I told her that this was, 
as it stood, false and misleading. 

Senator Kerauver. Who was that? 

Dr. Semety. This was Mrs. Girard. 

Senator Kerauver. Proceed. 

Dr. Seme.y. We got into quite a tiff over this. And so when she 
left my office, I had agreed only that I would provisionally initial 
these things with changes specified. 

It was then up to her (as I pointed out previously) to decide with 
management whether or not they were going to adopt the recommen- 
dations. 

Next, because it was apparent that they did not want to make 
changes as urged on January 9, I promptly discussed this with my 
administrative assistant, asked him to retabulate the data, so we knew 
precisely where we were. He volunteered to stick something into a 
memo somewhere to jolt management about this. 

On January 21, he did so. And the underscoring was his own. 
I wasn’t there, but I understand that he was reprimanded for this. 
Still, no action was taken. Then, I gave my copy of this January 21 
memo to a vice president of Charles Pfizer & Co. on the board of 
directors. 

Senator Kerauver. Who is that, sir? 

Dr. Semen. This was Mr. Thomas J. Wynn. I had discussed 
with him on the day prior to the writing of this memo the situation 
in which I had found myself. He had been my general manager 
for a period of about 4 or 5 months, in the early months of 1958, 
roughly February, up until Mr. Stone came (on, I think, the 14th day 
of July 1958). 

Wynn’s office was right next to mine. He came in once a month, 
for a period of a week. The board meets the third week in the month. 
So I waited to see him, because I knew that if I went to Stone, the 
sparks would probably fly again. Instead, I told Mr. Wynn about 
this. Mr. Wynn was given a copy of this memo on the following day. 
On Friday, January 23, he flew back to his home. He stopped in, 
however, that morning and had a talk with Mr, Stone. The nature 
of that talk Ido not know. We never discussed it. 

; Mr. Dixon. Are you talking about another memo, or the one we 
rave ? 

‘ Dr. Semeti. January 21 memo, Arlan G. Roberts to Mr. George B. 
tone. 

Mr. Dixon. We have it. It is exhibit 249. 

Dr. Sremerx. Ordinarily Mr. Roberts would not copy everybody 
in the whole headquarters staff. He copied me, the sales director, 
Charlie Rabe, Dr. Spring, Otis Goettel, Joe Rabatin, Bernard Smith, 
Audrey Girard, and all four of the clinical coordinators. 

Why did he do this? Obviously because he wanted everybody to 
know that we were taking a stand on this. 

Senator Keravuver. The stand is that they could not use the Daricon 
data assuming it would be the same as Enarax until there was clinical 
investigation of Enarax ? 

Dr. Semetu. Yes. We had some data on Enarax. But not the 
data that they wanted to use—in other words, the claims that they 
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wanted to make on over 500 cases. At that time we simply could not 
make these claims, because as I calculated it, we had experience on 
about 115. When we discounted certain ones which were really not 
at the precise ratio of Enarax (p. 3521). 

I do not want to argue for this number now. Later on, there is a 
memo for exhibit of a tabulation of the precise number that was sup- 
posed to have been available. 

Senator Keravuver. Let’s don’t get into the number. You have 
many exhibits and I think we had better try to get them in the rec- 
ord as briefly as possible. 

Dr. Semenz. All right. 

This exhibit is a June 26, 1959, memo. 

Senator Krrauver. This will be exhibit 250, 

(Exhibit No. 250 may be found on p. 10554.) 

Dr. Seimei. This is from Mr. Arlan G. Roberts to Mr. Tom Con- 
nor, who is on the Pfizer legal] staff. It is entitled, “Enarax Case 
Reports.” The tabulation states that before Enarax introduction on 
March 10, 1959, the effective dosage experience from Enarax was 
limited to 143 cases, not effective in 9. In other words, by the time 
that these original mailers that I showed you on advertisements went 
out, there were only 152 cases later known to us in our files, and the 
successes had been apparent in 143. 

Note, however, that the claims were quite substantially greater, since 
these were in excess of 500. 

The breakdown, as I saw it at the time we actually were asked 
to OK the advertisement, was that drawing from the “new drug ap- 
plication” on Daricon, if one took the liberty to extract some 11 cases 
there (which were actually not with Enarax, but were merely the use 
of Atarax in addition to Daricon) then there were 11 cases. Then 
Dr. Leming reported on 103, 30 of which had already been in the 
Enarax NDA, so that this gave a figure of 73. The NDA had a total 
of 42. (The new drug application on Enarax was approved after 1 
month’s experience on 42 patients). This totals 126, which I re- 
garded as the maximum figure that I could come to at the time, Jan- 

uary 9, when the claims were made for roughly 500 cases. 

Now, the McHardy group of 11 patients, which I said were really 
not treated with Enarax, but were incidentally treated while on Dari- 
con with some Atarax too, should be subtracted from 126. We get 
back to the total I used a little while ago, that figure was 115, which 
is quite substantially less than 500. 

Senator Kerauver. All right. Let’s go to the next exhibit. 

Dr. Servers. This exhibit is a memo dated March 25, 1959. 

Senator Krravver. That will be our exhibit 251. 

(Exhibit No, 251 may be found on p. 10555.) 

Dr. Semety. This is entitled “Enarax Development,” written by me 

to George Stone, which states: 
In response to your March 23 request, the following is offered. As you know, 
clinical material first became available to the medical department in the last 
week of January. Studies previously set up during the fall were dropped at 
the instigation of the investigators based on withdrawn material. 

Now, this is a matter of record, which is present in the new drug 
application in the custody of the Food and Drug Administration, that 
there was a substance, polyvinylacetate, present in those tablets which 
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were originally provided us for study. These were withdrawn, so 
that the original experiences then—or the experience with Enarax— 
could not possibly be accumulated until we obtained new material. 
The clinical materials did not really become available to us in adequate 
amounts until afterward; that is, in the last week of January. 

Senator Keravver. I understand by this that the information given 
the Food and Drug Administration was false or inaccurate ? 

Dr. Srmetu. No, sir; I did not say that. The material was given 
to Dr. Leming. He apparently used it properly. It was reported in 
the appropriate ratio. And I have no quarrel with whether FDA 
approved this or not. They are really after safety data, and they 
were thinking of these as separate drugs, rather than that there may be 
a potentiating effect between the two. 

Senator Keravuver. All right, sir, proceed. 

Dr. Srrweiy. The rest of this memo is merely an outline of my own 
attitude toward what would be criteria for long-term studies and to 
develop properly for this agent what could be obtained on an inter- 
mediate basis. Next is the laboratory work which could be obtained 
for promotional purposes on a short-term basis. On the second page, 
in the first paragraph it states: 


In July 1958, when it was first decided that Roerig would have Enarax, it 
was stated that laboratory work demonstrating the 12-hour span of action and 
perhaps a central and peripheral effect should be sufficient for promotional pur- 
poses to market the combination on the basis of Daricon. Specific requests 
were made of the research group to provide us with data on the 12-hour effects 
of the combination. This was reiterated when the FDA required retesting 
after reformulation with the altered PVA. 


“PVA” is the polyvinylacetate that I mentioned. 

Down below there is a reference to a report which appeared 1 year 
after I had gone on record as predicting that there may well be an 
interaction between the two agents. That is, that they would not only 

ossibly be additive, but may be potentiating. This reference is to 
5“ & Shay, and their “Gastroenterology” article for February 1959 
on a similar combination. 

Senator Keravuver. All of this will be printed in the record as “Ex- 
hibit 251,” though you have just read parts of it. 

Dr. Semet.. The next item is the fourth page of the minutes of the 
medical directors’ meeting for February 2, 1959. 

Senator Kerauver. This will be “Exhibit 252.” 

(Exhibit No. 252 may be found on p. 10556.) 

Dr. Semeti. The date on this one is February 2, 1959. The signi- 
ficance of this, which I will read, is that there was no established policy 


for the clearance of advertising in the Pfizer Corp. The paragraph 
reads: 


Medical advertising: There was a discussion on the procedure for clearing 
medical advertising. It was recommended that all medical advertising and 
promotional pieces (including publicity releases) be examined by the division 
medical director or his associates. Apparently there is some variation between 
the different divisions on the handling of advertising clearance. It was the 
general recommendation of the directors that top management review the present 
advertising clearance procedures in order to establish a uniform and consistent 
policy throughout the company. 


This was signed by Mr. Schmitz, who was the recording secretary 
of that meeting, and circulated to: Mr. McKeen; Mr. Greene, who is 
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the administrative vice president; Dr. Kane, vice president for re- 
search and development; Mr. Von Oehsen, who was present at the 
meeting and the manager of new product development; Dr. Haas, 
the administrative assistant to the president; Dr. Behwiler and Dr. 
Peabody, who were in the Pfizer international division. The im- 
portant thing about this is that it was February 2, 1959. The adver- 
tising that Tinea previously shown you, that speaiees actually in 
March, was handed me on January 9, 1959, and the previously regis- 
tered objection in the memo was January 21, 1959. 

Another memo is dated February 19, and this describes the Enarax 
introduction. 

Senator Kerauver. This will be “Exhibit 253.” 

(Exhibit No. 253 may be found on p. 10557.) 

Dr. Sewer... The significance of this memo is that it describes plans 
for the introduction of Enarax and goes into considerable detail in 
assigning various credits to different members of the staff for their 
contribution in making this new product available. The interesting 
thing here is that on the first page, in paragraph 4, it reads as follows: 

The idea for our advertising program went through many trials, changes, 
and tribulations before the finished theme of “A Sentry for the GI Tract,” was 
evolved. Most of the ideas and changes underlying the basic theme must be 


credited to Mrs. Girard and the advertising department. The finished form for 
the advertising program, the art work, copy, and ideas are all the result of their 


work. 

I think the key words here are there were “many trials, changes, 
and tribulations” in it. I would say that these “trials, changes, and 
tribulations” were quite mutually shared, because I shared the same 
upsets. Out of the whole Roerig staff that is listed here, 1 happen to 
be the only one that was not credited. I think this is very much to 
my credit. , 

The reason I made that remark really was that, after all, the 
product itself had been conceived of, as far as I know, by me original- 
ly in the fall of 1957, and its fornrulation—the definitive formulation— 
was based on my own recommendation. 

Then on June 19, 1959, finally came the first statement of policy. 
But interestingly, this memo, which is from George Stone to both Dr. 
Seidell and Mrs, Girard, discusses the procedures and the requirements 
for advertising, which we (the Medical Department) insisted on 
for months, This followed after the FTC complaint only two weeks. 
This was the first statement of policy. 

Senator Kerauver. We will make this exhibit 254. 

(Exhibit No. 254 may be found on p. 10559.) 

Senator Keravver. Proceed. 

Dr. Semeti. Now, we refer to a memo dated December 1, 1958, 
entitled, “Advertising Claims.” This memo was written by me to 
Mr. Charles Hagan, in the Pfizer legal department, but, I discussed 
it with him rather than send it to him. It pointed up certain policy 
statements which were lacking, as well as the problem that he had to 
define as to whether all ads had to be judged “implicitly” or “explicit- 
ly.” My attitude on advertising, I think, was quite adequately sum- 
marized inthis. Isaid: 
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On Wednesday, November 26, during the meeting in your department, you 
invited attention to a recent mailer from Roerig to physicians in which you 
stated that we first promise no side effects, and on the “flip side” actually list 
the side effects which may occur. I have discussed this with Mrs. Girard and 
Mr. Stone, and although you did not provide me this specific copy, we agreed 
that you probably referred to the one which states, “Potent attraction with- 
out side reaction.” Obviously, this gem of Audrey’s should not be altered 
appreciably by me in view of the fact that such all-encompassing statements 
as “safe and effective” have been employed as a lead. Thereafter, more specific 


statements appear to controvert the implications made by the psychologic lead 
or original “pitch.” 


Since this touches on the philosophy of “implicit versus explicit” statements, 
some clarification of this probably should be made. It was my impression 
from our contact with the FDA over the poster a year ago that they take a 
dim view of anything other than explicit statements and hold us liable for any- 


thing to be inferred or implied. 

Senator Kerauver. That will be exhibit 255. 

(Exhibit No. 255 may be found on p. 10561.) 

Dr. Semexy. At this time a discussion of the TAO blitz in Denver 
is in order. We had an antibiotic which was known as TAO. This 
was introduced in May 1958 in Denver. This antibiotic’s advertising 
had been released with no intracompany physician surveillance. In 
other words, the first time I saw any advertising on that particular 
product was when I arrived out at Denver, at the first sales-training 
meeting, and they passed around samples of the advertising. 

Now, neue , this had been released without anyone in the 
Clinical Research Department (they had actually researched the 
agent) having checked its advertising. There was a glaring error in 
the ads that caused considerable embarrassment. 

One of the indications listed for this antibiotic was “diaphrag- 
matic hernia” ! 

Senator Keravuver. Hernia? . 

Dr. Serer. Yes, sir. Now, I think it is inconceivable that any 
member of the whole Pfizer staff of physicians, if he even glanced at 
this, would not have picked it off. The original TAO ads were also 
refused by the AMA publications because the ads made such super- 
lative claims. The AMA publications do not permit unfair compari- 
sons or superlative statements. 

Senator Keravuver. Doctor, this TAO blitz—“blitz” seems to be 
in quotation marks. Where does that come from? 

Dr. Semeuu. This was the first one of them, and it was just the 
re department’s term for an approach to the introduction of the 

roduct. 
. Senator Keravuver. Let’s see if I understand. You mean this was 
put on the market without the medical staff seeing the advertise- 
ment at all or checking or approving it ? 

Dr. Semen. Yes. These all had to be revised. The advertising 
that was initially prepared was already accepted by certain publica- 
tions. Further, the mailers had gone out, including this error, “dia- 
Eee hernia.” Unfortunately, I do not have a copy of this, 

ut it will certainly be readily obtainable. 
' Senator Keravuver. Is there any possible use of antibiotics for 
hernia ? 

Dr. Semety. No, The actual facts were that, when one inspected 
the case history, it relates to the use of the antibiotic in connection 
35621—60—pt. 18 —5 
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with the thoracic operation for this diaphragmatic hernia. In other 
words, it was used not specifically for the diaphragmatic hernia. 
Certainly this is no indication for an antibiotic. That is the point 
of bringing it up as such specific evidence that no physician could 
have looked at that advertising and ever allowed that error to go out. 

Senator Kerauver. Was this mailed out to the physicians of the 
country ? 

Dr. Seme.u. Yes, it was. It caused considerable embarrassment. 
I had to answer these letters. As a matter of fact, one of our sales 
peat from down in Dallas indicated to me that a physician said that 

e thought that whoever the medical director was of the company 
was pretty stupid. And soI did not like the way that fit, and unfor- 
tunately—I wrote the salesman a letter and explained to him that this 
had slipped by in my absence, and that I had not had an opportunity 
to clear it. 

Well, this caused quite a furor. As a matter of fact, the district 
manager down in Dallas recovered this; and, then we saw to it that 
all the copies were destroyed. In other words, the sales department 
did not want it in writing that this had actually happened. I admit 
the letter was poor judgment on my part. But the letter was quite 
true. The district manager there had to go pick this up—— 

Senator Keravuver. You mean Pfizer’s Sistriot manager ? 

Dr. Seweu. No, Roerig’s district sales manager. 

Senator Keravuver. All right. But that is part of Pfizer, isn’t it? 
Dr. Semety. Yes, sir. Now, I have already mentioned 

Senator Hruska. Mr. Chairman, would the witness desist? It is 


i a little over 16 hours since we entered this committee room for 


earings. I just want to inform the chairman that the Senator from 

Nebraska is leaving this committee room. Before I do, however, I 
would like to know what our plans are by way:of the chairman’s deci- 
sion to continue later. 

Senator Kerauver. We have gone on entirely too long. How long 
would it take you to finish ? . 

Dr. Sewetu. I think I would wind this up fairly quickly now, be- 
cause you have the exhibits. 

Senator Kerauver. Can you wind it up in 30 minutes, or 10 minutes? 

Dr. Semeru. I think I can read this in 10 minutes. 

Senator Krrauver. We will recess until 9:30 in the morning and 
finish this up then. 

Senator Hruska. I want to enter the same objections to that pro- 
cedure as I did this morning, and for the same reasons. I won’t repeat 
them here. But Iam going to suggest that they be noted in the record 
as of this time. 

Senator Keravuver. Very well. We stand in recess until 9:30 in 
the morning. 

(Whereupon, at 2 a.m., the subcommittee recessed, to reconvene at 
9:30 a.m., Friday, February 26, 1960.) 
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FRIDAY, FEBRUARY 26, 1960 
U.S. Senate, 


SUBCOMMITTEE ON ANTITRUST AND MONOPOLY 
OF THE COMMITTEE ON THE J UDICIARY, 
Washington, D.C. 

The subcommittee met, pursuant to recess, at 9:30 a.m., in the caucus 
room, Old Senate Office Building, Senator Estes Kefauver, presiding. 

Present: Senators Kefauver (chairman), Hruska, and Hart. 

Also present: Paul Rand Dixon, counsel and staff director; Peter 
N. Chumbris, counsel for the minority; Nicholas N. Kittrie, counsel 
for the minority; Lucile B. Wendt, attorney; Bushrod Howard, 
attorney; Dr. John M. Blair, chief economist; Dr. E. Wayles Browne, 
Jr., economist; Dr. Irene Till, economist; Herschel Clesner, special 
consultant; Paul S. Green, editorial director; and Gladys E. Montier, 
clerk. 

Senator Krravuver. The committee will come to order. 

We would like to give everybody all the time needed, but we will 
have to limit ourselves in order to finish at 10 o’clock. 

I said yesterday that when you, Dr. Seidell, and Dr. Weinstein 
were scheduled to appear, a letter was sent advising Pfizer that they 
could be present to testify or make any rebuttal or file a statement 
if they wish. We have received a velearam from them that they 
might want to file a statement later on. ‘Their letter and our telegram 
will be made part of the record as exhibit 256 and 257. 

(Exhibits Nos. 256 and 257 may be found on p. 10563. ) 

(A statement subsequently submitted by Charles Pfizer and Co. 
may be found on p. 10564.) 

Senator Keravver. Dr. Seidell, you may carry on now, as succinctly 
as you can, please, 


TESTIMONY OF DR. MARTIN A. SEIDELL—Resumed 


Dr. Sewrty. A few hours ago we made certain points which were 
documented. I reached page 6 in my written statement. 

Senator Kerauver. Very well, proceed. 

Dr. Srmpety. All right. September 5, 1959, a magazine article en- 
titled “The Substituted Drug” appeared in the Saturday Review. 
Subsequently, a letter from Mr. McKeen branded the author’s ac- 
count “inaccurate.” It is my opinion that any inaccuracy contained 
in Mr. Lear’s article is not one of substance. Were the allegations 
made in this article contestible, Mr. McKeen’s letter to inquiring 
stockholders would reasonably mention plans for legal recourse. _ 


10301 
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Mr. McKeen’s letter to a stockholder which is identical to the one 
he also sent to many members of my profession is in the appendix. 
Various points contained therein are Ticunh later. 

Before my first year with Roerig was complete, I had had three 
general managers. During this time three staff level personnel and 
one secretary were transferred to Pfizer Laboratories, only one re- 
ceived a promotion. My oral contract that I could ‘each clinical 
diagnosis was abrogated owing to the perennial understafling of my 
department despite my objections. These “sour grapes” appear 


sweeter in light of a July 15, 1959, letter from a former Roerig medical 
director who wrote me: 


* * * Appreciating your position, which apparently is mounting to the same 
State which drove me to seek areas of less confusion, I can only hope that you 
may be able to settle the problem. 


Furthermore, on September 14, 1959, a former Pfizer Laboratories 
medical director wrote me: 


I have read very carefully, and with great glee, the article which you 
mentioned. 

My successor as Roerig medical director resigned after 3 months 
for reasons unknown to me until yesterday, and first known to me last 
December. The “problem” then, was not “settled” when I left, but 
it is my hope that my acts may serve to “settle the problem” now, 


since a had calculated to be an effective protest was publicly 
discredited, casting me into the gloom of controversy by those of my 
professional colleagues who have not known me well. 

Clearly the attrition among Pfizer’s physicians is remarkable, espe- 
cially in the marketing divisions where research and development 


are equated to the rapid acquisition of “NDA’s” and numerous papers 
of the testimonial variety. The merchandising element squelches the 
professional sense of propriety in the patient-oriented physician- 
employee. Finally, he seeks another position, usually in the industry— 
where he feels the climate is not injmicable to the high ideals which 
are the driving force for the dedicated physician in whatever field 
he chooses. 

My position has been uniquely fraught with compounding conflicts 
and abrogations. My hard-earned eligibility for certification in my 
speciality has been placed in jeopardy owing to an abrogation of my 
original contract with my first general manager—I had three before 
the first calendar year was complete. This hardly speaks for the 
integrity or empathy of their supervisory management. Whereas 
some physicians join the industry because of disappointment in prac- 
tice, it is readily documentable that this was not so in my case. I felt 
there was a need for well-trained men in these sensitive positions 
because of the enormous industrial dynamism demonstrated in the 
past two decades. I chose Pfizer, then, because it was young, progres- 
sive, and eminently successful. My record bespeaks the “full measure 
of devotion” which I felt obliged to give despite my disapproval of 
certain policies. 

The final] intolerable blow was the conniving effort of my manage- 
ment to fix responsibility upon the medical department for their own 
disregard for statutes (as well as ethics) against which I had taken 
a stand on several occasions. I could resign quietly, as those before 
me had, or tell Pfizer’s management the truth. ge the latter 
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course as a matter of service to my profession and to society as well as 
to Pfizer itself and the PMA. 

The issue is that Enarax advertisements were not revised so as to 
indicate the data in their tables were actually Daricon data. Fur- 
ther, the text of the advertisements was not slisred as I stated these 
to be to obviate the “false and misleading” brand I assigned to 
these. 

There is no contest as to the rationale for Enarax nor the safety 
of either component. Further, it is not necessary to contest the de- 
cision of the FDA to consider favorably the “NDA” on only 42 
patients treated for 1 month. Safety has been this agency’s concern. 

Since the data in the Daricon “NDA” were carefully reviewed by 
me (case by case) , I was aware that the tabulation referred principall 
to reports on the use of scored tablets of 25 mgm. size. They could, 
therefore, not logically be transposed to an advocated dosage of 5 to 
10 mgm. twice daily for the oxyphencyclimine in the Enarax combi- 
nation. 

Even if the data were transferable (although they were not, owing 
to at least a 25 percent differential inherent in the clinical materials) , 
I regard it deceitful not to indicate that the 512 cases were treated 
with a single component of the combination, because there were only 
143 cases even 2 months later, treated with the precise ratio in Enarax. 

Indeed, the efficacy of ten milligrams, spaced at 12 hour intervals, 
in suppressing gastric secretions in hypersecreting patients was neither 
established nor made available from the clinical research department 
as late as the time of the Enarax “blitz” (214 months later). The fact 
that this may have been demonstrated since then is irrelevant in judg- 
ing the claims for efficacy experienced in over 500 patients which were 
being made for such a dosage schedule (5-10 mg. twice daily) at the 
time of the March 1959 mailings. 

That no patient may be cited as having been injured by this com- 
bination was, of course, our design in conceiving of the product. The 
violation in principle is clearly the intention to mislead the physician- 
reader by the use of tables presenting data that were explicitly false 
for Enarax. The failure of management to heed the warnings of its 
medical] director is also at issue, as well as a later attempt to pin re- 
sponsibility on him. 

The fact that subsequent ads (3 months later) do separate these data 
is ipso facto evidence for the recognition of inaccuracy in the initial 
mailings. 

Then there is a long letter appended of Mr. McKeen’s to a stock- 
broker in the Los Angeles area, which I had some difficulty in getting. 
Actually, the first knowledge that such a letter existed was that a local 
doctor had sent to my management a copy of the letter that he had 
received when he made the inquiry. The first thing I wanted to know 
was how many of these were going out, and whether they all said the 
same thing. So I had to approach this man to get me a copy of this. 
It took me about 6 or 8 weeks todo so. But the letters are verbatim, 
except for the addressee. 

On page 3 of Mr. McKeen’s form letter to inquirers he alleges in 
“point No. 4” that the reference to oxyphencyclimine is clear. It will 
be interesting to know what the FTC adjudicators will decide since, 
with empathy for the reading physician, I felt he would surely be 
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misled by parts of the text as well as the tables in the original mailers, 
and journal ads (RE 716, RE 717, RE 718, RE 719, 9 R EN MJ 11). 

On page 2, paragraph 4, Mr. McKeen refers to controlled experi- 
ments with the two components of Enarax given separately. These 
trials were not available on January 9, 1959, in the definitive ratio 
nor for 10 mgm. Daricon dosage, spaced as Enarax was advocated. 
Further, there were but 11 cases of concomitant usage in the 
“NDA” when it was reviewed for my recommended formulation of 
the final ratio. The investigators showed, therein, no evidence that 
the addition of Atarax to Daricon was designed to test a prospective 
Enarax combination since they were also employing in some other 
patients other tranquilizers with Daricon. If other data actually 
existed in the company then, it was withheld against managerial 
instruction owing to the fact that I was assigned the responsibility 
for arriving at a presumed optimal ratio for the development of single 
tablets combining both ingredients. 

Page 3, item 2 at the top of the page, refers to fractional gastric 
secretory analysis on “patients.” At the time of the initial March 
mailings the sole example utilizing Enarax per se was referred to in 
Dr. Leming’s paper, “Clinical Medicine, March 1959.” However, no 
such data were available for the March training class. Several pleas, 
both oral and written, for data on Enarax and/or 10 mgm. doses of 
Daricon, utilizing this technique were made to the physician i in charge 
of the “S 1236 project” within the Clinical Research Department of 
the Research Division. This was especially desired for the training 
class at the Statler-Hilton (Dallas). No such data were provided. 
x is — improbable that these existed at the time in the face of the 

enials 

I accept Mr. McKeen’s statement that only 1438 clinical cases were 
available by the March mailing date. Furthermore, I agree with his 
statement “The dissemination of information about drugs to doctors 
is one of the most vital functions ef the pharmaceutical industry in 
meeting the health needs of our country.” However, the words 

“accurate” and “adequate” would be apropos. In testimony of my 
personal attitude in this regard, a copy of my memo to Mr. Mc- 
Keen’s administrative assistant on the Medical Letter is in my chron- 
ological reading file at Charles Pfizer & Co., Inc. 

That there may even be diver gent interpretations of the issue, so 
clearly stated by Mr. Lear (p. 45, S.R. Sept. 5, 1959) is attested 
by two medical journal editorials These appeared in North- 
west, Medicine, page 1368, October 1959, and New England Journal 
of Medicine, page 867, October 22, 1959. It is disillusioning that a 
medical editor even failed to catch the significance of my impasse. 
It is perhaps unimportant that it happened to me; but, as the NEJM 
interpreted the affair, it is not unimportant that it did happen. 

Since constructive remedial legislation is the aim of your committee 
as it relates to the preservation of our free enterprise system I had to 
inspect carefully the motivation underlying my subpena. “First, do 
no harm” is the physician’s traditional self-imposed enjoinder; and, 
I feel confident that the members of your committee prefer to do no 
harm. Similarly, when I first conceded to Mr. Lear the immorality 
of certain types of drug promotion and managerial duress, I was on 
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the horns of a dilemma. While wishing not to do harm I could not 
shirk my duty nor leave myself open to unearned professional stig- 
mata. As representatives of the public interest it is your right to 
uncover the sordid, if need be, in order to accomplish ultimate good. 
This, of course, it is not an “end justifying the means.” If the means 
implies injustice then it certainly may distort our mutual goal. 

While obliged to set forth the facts in my present impasse I declare 
that it would be a travesty to see the purpose of my oinchatined twisted 
to subvert its real aims. Constructive, nonconstricting, regulations of 
pharmaceutical promotion compatible with both our free enterprise 
tenets and social needs is our mutual desire. 

In conclusion, I emphasize that I would no longer be in the indus- 
try if I did not take pride in its accomplishments and have confidence 
in the integrity of the majority of its individual members. It is regret- 
table that a “stockholder orientation” has supplanted, in some in- 
stances, the traditional “physician-patient orientation.” 

Senator Kerauver. All right. Thank you very much, Dr. Seidell. 

Senator Hruska? 

Senator Hruska. Don’t you want to go ahead ? 

Senator Kerauver. I did not want to take all the time. 

What is your present employment, Doctor ? 

Dr. Sremerx. I am employed by Riker Laboratories in Northridge, 
Calif. 

Senator Kerauver. Are you their chief medical director ? 

Dr. Semett. No, I am not. I am the associate medical director and 
the head of the clinical pharmacology program. 

Senator Kerauver. Pfizer issued a press release on your appearance 
here. I think we might as well put it in the record. 

Mr. Dixon. That will be exhibit 258. 

(Exhibit No. 258 may be found on p. 10563.) 

Senator Keravuver. In this statement which Pfizer made public yes- 
terday, it says that you initialed advertising copy for Enarax. I think 
you explained that. Will you briefly explain it again? Don’t go into 
detail. We haven’t much time. 

Dr. Seweiy. After considerable argument with the advertising man- 
ager over the tables and the text, I finally realized that I was at an 
impasse, and that I would again have to have a head-on collision with 
the general manager unless I went ahead and initialed these. This I 
did, with very definite stipulation. This was a totally provisional act. 
This was relatively unprecedented, in which I said “with changes.” 
And the changes were specifically noted on my copy. Mrs. Girard was 
to mark them on her own. She sat next to me, as this gentleman here. 
It was the usual routine thing for her to bring in three 

Senator Keravuver. I don’t want you to go into detail, You made 
changes on your copy before you initialed it? 

Dr. Semeny. Yes, and she was well aware of these. 

Senator Kerauver. All right. They also say you got mad because 
your assistant received a promotion. Is there anything to that? 

Dr. Semen... No, sir. Actually, in the summer of 1958 I saw the 
president of a midwestern pharmaceutical house, seeking a position 
with him, and this was in late August. I also saw the medical director 
of Riker Laboratories at that time. I also saw the director of medical 
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research of another large midwestern pharmaceutical house, but 
elected, because of family duresses, to stay until the school year was 
over. In other words, the summer of 1959. 

Senator Keravuver. Did you want the position ? 

Dr. Semett. Not at all. I would consider it more problematic than 
the one I had. 

: er Keravver. The one they were talking about was in Brook- 
yn 

Dr. Seme.u. Yes, sir. 

Senator Keravver. And you did not want it? 

Dr. Szwety. Not at all. 

Senator Keravuver. Did you take a financial loss when you left the 
company ? 

Dr. Sewe.u. Yes, I did. 

Senator Keravver. All right. 

Senator Hruska. What was the position in question for which your 
promotion was considered ? 

Dr. Seweu. I have read the Pfizer press release. This specifically 
must. refer to the opening as medical director of Pfizer Laboratories 
in Brooklyn. This was a very tragic situation, in which Dr. Gittinger, 
who had previously been the medical director, and his associate medi- 
cal director were killed in an airplane accident over Baltimore. So, 
this position was open. I had been pressing for an assistant—another 
physician in my department—so that I could be free at last to make 
the affiliation with a medical school where I could once again get the 
rust off my stethoscope. 

Senator Hruska. What was the position to which they referred in 
this news release? Was it the position of medical director of Pfizer? 

Dr. Szme.y. Yes, I am sure that is what they are referring to here. 

Senator Hruska. And one of your assistants was named to that po- 
sition, is that true ? 

Dr. Semety. Yes. My associate medical director was sent there 
as acting medical director of the Pfizer Labs Division. 

Senator Hruska. On page 3 of your statement—— 

Senator Kerauver. You say you did not want the position ? 

Dr. Semety. No, I did not want that position. 

Senator Hruska. On page 3 of your statement you state: 


The drug’s rationale is sound and there is no intention whatsoever to discredit 
it in the recounting of the background events in its introduction. 


Now, that is the comment that is made with reference to Enarax, 
is that true? 

Dr. Sewe. Yes, that is right. 

Senator Hruska. So the burden of your testimony and the excep- 
tions which you take has to do with the fashion in which the advertis- 
ing material was prepared and circulated. It did not have to do with 
the soundness of the drug itself or its rationale. 

Dr. Semetx. That is precisely correct. 

Senator Hruska. Would you comment briefly on the soundness of 
the rationale of the drug itself? 

Dr. Semetu. Yes, sir. I believe that this combination is a very 
sensible one. There is considerable reason to believe that people who 
have peptic ulcers are by and large stressed people; that is in the most 
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common types of peptic ulcers. Ulcers also come in association with 
some nervous stress, so it is not at all infrequent for physicians to use 
tranquilizers concurrently. The most popular anticholinergic has 
been combined with phenobarbital. I think the choice is a matter of 
opinion, as Dr. Weinstein said when he seemed to express a preference 
for phenobarbital as a sedative over certain of the tranquilizers. 

It just so happens that Atarax is a very useful tranquilizer. I 
think that the reference yesterday to over 200 publications is factual 
in the sense that there was a compilation by our librarian in Roerig 
of well over 200 references. I believe that no separation was at- 
tempted as to what was said in these. 

I would go further and say that I think Atarax is a good tranqui- 
lizer. It has an excellent safety record. 

Senator Hruska. That’s the point I wanted to make. It was the 
method rather than the drug itself. 

Dr. Seme... Resulting from one of my final acts—in fact written 
me on the 30th day of July before I left the company on the 31st of 
July—I got a letter which was forwarded by my secretary from 
F.D.A.’s Dr. Karlan who was replying to a letter of mine. In de- 
fending Atarax, I pointed out to him that there was a publication of a 
very questionable ee of Atarax in allergy. 

Senator Hruska. Thank you, Doctor. 

Mr. Chairman, the hour of 10 has arrived. I presume the witness 
would be willing to answer questions by correspondence, the same as 
the other witness whom we had here yesterday. 

Senator Keravver. Yes. 

Senator Hart, we are glad you are here, and that you have followed 
this with much interest. I guess we cannot question the witness 
further. 

Dr. Seidell, you will be willing to answer any questions submitted 
to you in writing, as I andnbetsaudl’ 

dr. Semen. Yes, Mr. Chairman. 

Senator Keravver. All right. 

Senator Hart, do you wish to make any observations? 

Senator Harr. No. 

Senator Kerauver. I know that counsel will prepare questions 
for you. 

Dr. Seidell, I know that you feel, and personally I feel, that you 
had an obligation and responsibility to the medical profession, the 
ae industry, and the people who take drugs, to testify 

ere, to bring to light some happenings in one company. We do not 
want to make any accusations applicable to all companies or a large 
number of them. It is a very important matter. 

I know that you have gone to considerable sacrifice to be here 
today. It isa matter that is on your conscience. I personally want 
to thank you for your contribution to this record, which is important, 
and in which the Congress and many Government agencies are in- 
volved and interested. 

This will conclude this part of our hearings. We had hoped to have 
other witnesses this week and next week. They will have to be de- 
ferred until later on. 
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I want to make a brief statement. 

An important issue brought out by the hearings of the last few days 
is the conflict which sometimes develops between a drug company’s 
advertising and promotion people and the preceae in its own medi- 
cal department. The subcommittee has already heard Dr. Augustus 
Gibson, head of the medical department of Merck, Sharp & Dohme, 
testify that he could not agree with some of the claims made for 
Dexamethasone in his own company’s advertisements. 

I think I should interpolate that there were a great many claims 
made for Dexamethasone in his company’s advertising. 

Yet Mr. Connor, president of Merck, previously testified that all 
of his company’s advertising must be approved by its medical director. 
Similarly, Dr. Nathan Kline, who certainly is not known as a critic 
of the drug industry, has testified that his his, expressed just a few 
years ago to the Blatnik subcommittee, that drug company advertis- 
ing was on the road to marked improvement, had been dashed and 
that now “the horse is out of the barn.” 

In most industries it is probably inevitable in the nature of things 
that conflicts would develop between the advertising people and scien- 
tists and technicians. By the very nature of their trade, advertising 
people can be expected to make claims which will tend to increase their 
company’s share of the market. In my own personal opinion, most 
advertising, while occasionally “puffed,” does not depart greatly from 
what can actually be supported. I am in no way making a blanket 
condemnation of advertising as such, or even of drug advertising as 
such. On the other hand, it seems clear that on occasion the conflicts 
between a drug company’s advertising people and its own doctors, 
or the head of its medical division, has not been resolved clearly and 
explicitly in favor of the position taken by the doctors. 

This is intolerable. That it is intolerable is recognized by the 
Pharmaceutical Manufacturers Association in its own code of ethics 
which states in principle No. 6 that “All medical claims and assertions 
contained in promotional communitations should have medical review 
prior to their release.” If this language is not to be interpreted as 
meaningless doubletalk, the word “review” must be regarded as mean- 
ing clearance and approval. 

The consequences of an absence of clear-cut authority of a drug 
company’s physicians over claims made in drug company advertising 
can at best be a source of confusion and annoyance to the practicing 
physician, and at worst a source of danger to the patient’s health. 

Through their spokesmen, the drug manufacturing companies have 
expressed the conviction that any problems in the industry can best 
be solved by self-policing rather than governmental restraints. I 
suggest that seeing to it that their own code of ethics be observed 
rigorously on this point is a good place to begin. If they do not, 
or if any number of them do not, reach such a decision, I have no 
doubt the agencies of Government who are charged with responsi- 
bility, or the Congress, will do it for them. 

This is also a problem we want to discuss with the Federal Trade 
Commission and the Food and Drug Administration which have an 
important responsibility in this matter under the statutes which apply 
to either FDA or FTC, and which they are charged with enforcing. 
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Whether these statutes need to be strengthened, whether they are be- 
ing properly applied, what can be done if all the drug companies do 
not do it themselves, is a matter of importance to the public and to 
this committee. 

Senator Hart, do you have anything else? 

Senator Harr. No. 

Senator Krrauver. We will have to stand in recess subject to the 
call of the Chair. 

Thank you again, Dr. Seidell. 

(Whereupon, at 10:10 a.m., the subcommittee adjourned, subject to 
the call of the Chair.) 
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TUESDAY, APRIL 12, 1960 


U.S. Senate, 
SUBCOMMITTEE ON ANTITRUST AND MonopoLy 
OF THE COMMITTEE ON THE J UDICIARY, 
Washington, D.C. 

The subcommittee met, pursuant to recess, at 10:10 a.m., in the 
Caucus Room, Old Senate Office Building, Senator Estes Kefauver 
presiding. 

Present: Senators Kefauver (chairman), Carroll, Dirksen, and 
Hruska. 

Also present: Paul Rand Dixon, counsel and staff director; Horace 
L. Flurry, counsel; Peter N. Chumbris, counsel for the minority; 
Nicholas X. Kittrie, counsel for the minority ; Lucile B. Wendt, attor- 


ney; Dorothy D. Goodwin, attorney; Dr. John M. Blair, chief econo- 
mist; Dr. E. Wayles Browne, Jr., economist; Dr. Irene Till, econo- 
mist; Paul S. Green, editorial director; and Gladys E. Montier, clerk. 

(At the convening of the session, the following members are present : 


Senators Kefauver, Dirksen, and Hruska.) 

Senator Kerauver. The committee will come to order. First, may 
I say that I am glad the ranking minority member, Senator Dirksen 
is poet, as is Senator Hruska. We are glad that Senator Carroll 
will be here shortly, but we will get started now. 

At this session of the drug hearings the Subcommittee on Antitrust 
and Monopoly is honored to receive testimony from respected physi- 
cians and pharmacologists. In opening the hearings on the drug in- 
dustry, I stated on December 7, 1959, that the subcommittee would be 
primarily concerned with the reasonableness of prices charged by 
drug manufacturers and whether the antitrust laws as applied to the 
drug industry are adequate and, if not, the possibility of devising 
specific remedial legislation. It was also the purpose of the subcom- 
mittee to inquire into restrictive practices arising from the abuse of 
patents or patent applications and the excessive advertising and sales 
promotion activities, including the possible dissemination to doctors 
of extravagant and misleading claims for drugs. Thus far a consider- 
able body of evidence has been placed in the record concerning each 
of these topics and more will be presented as these hearings continue. 

At this stage of the inquiry it seems appropiate to hear the views of 
men in professions most intimately involved in the development and 
administration of drugs. The subcommittee has received many letters 
from doctors which, I might add, are running overwhelmingly in sup- 
port of the inquiry. Anyone who holds that the very issues which 
concern us are not of serious concern to a great many doctors will, I 
am sure, find that he is very much mistaken. 


10311 





10312 ADMINISTERED PRICES 


The subcommittee has thus far had before it 24 doctors. Of these, 
5 were invited by me as chairman; 9 accompanied officials of the drug 
companies under investigation; and there were 10 others, including 
distinguished doctors who testified on behalf of the Arthritis and 
Rheumatism Foundation as well as Dr. Austin Smith, president of the 
Pharmaceutical Manufacturers Association, who was accompanied by 
several doctors. 

The subcommittee has been in touch with the executive officers of 
the American Medical Association and it is planned to hear from that 
association as well as other organizations of doctors. I am sure they 
will have important contributions to make, particularly with respect 
to legislative proposals. 

I noted with a great deal of interest the article in the New York 
Times of Friday, April 8, 1960, reporting the empaneling of a grand 
jury in New York City by the Antitrust Division of the Department 
of Justice to investigate the manufacture, distribution, and sale of 
ethical drug products. 

According to the New York Times, this grand jury investigation 
“stems-from testimony given in recent hearings before the Senate Sub- 
committee on Antitrust and Monopoly.” 

Since the beginning of the subcommittee’s inquiry, in December, it 
has made available to the Department of Justice copies of the tran- 
script and exhibits of each hearing. 

As heartening as this action by the Department of Justice is, the 
subcommittee will continue its study in order to determine whether 
the antitrust laws are adequate to restore competition in the ethical 
drug field. 


On the specific problems with which this subcommittee is concerned, 
the distinguished witnesses who are to are in this series of hearin 


are knowledgeable men and I am sure that what they have to say will 
be most helpful to the subcommittee. We are fortunate in having as 
our first witness Dr. William Bean, School of Medicine of Iowa State 
University. 

I will present Dr. Bean’s background in more detail, but first I will 
ask if other members of the subcommittee have any comments to make. 

Senator Dirxsen. Mr. Chairman, first let me ask a question. I note 
your allusion to the letters which the subcommittee has received. Can 
you give us some hint as to how many letters were received from 
doctors ? 

Senator Kreravver. I am advised that there were several hundred. 
I have seen quite a number. If you wish, we will ask the physicians 
whether they have objections to the letters being placed in the record. 

Senator Dirksen. Very well. 

Senator Keravuver. I mean, if that is your wish. 

Senator Dirxsen. I would think that if we talk about letters that 
came in, we ought to have some more specific notion as to who has 
been writing to the committee and we ought to know a little more 
about the background of those who have been writing. 

Senator Krravver. I would hesitate to put all of their letters into 
the record without asking them about it, but we will certainly list for 
the record the physicians from whom we have had communications. 

Senator Drrxsen. Otherwise, Mr. Chairman, you could submit 
those to the minority so that our staff can take a look. 
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Senator Kreravver. They are available for the minority to see. I 
assume the minority has seen all that have been asked for. There 
are no secrets about it. 

Senator Dirksen. I would suggest that the minority staff have an 
opportunity to go over these letters. 

Senator Kerauver. They have a full opportunity. 

Senator Dirksen. Mr. Chairman: I have a statement and Senator 
Hruska has a statement also. 

Mr. Chairman, on several] occasions at the drug hearings and in the 
Senate Chamber, I have been critical of misleading exhibits and state- 
ments made by the majority staff, which seems calculated to make 
headlines. 

Now the subcommittee has taken another approach which I deem 
unobjective and unfair to the public, to the pharmaceutical profes- 
sion and industry, and to the medical profession. This approach is 
to bring before the subcommittee witnesses whom the subcommittee 
knows to be critical to the drug profession and industry and to the 
medical profession. 

At that point, Mr. Chairman, I would like to ask, you say that 
you have invited five doctors to appear before the committee. 

Senator Krravver. I suggest you finish your statement and I will 
put a list in the record of just who has appeared. 

Senator Dir«sen. I have only one interest, and that is whether 
any of the witnesses have asked of their own volition to appear be- 
fore the committee or whether all of them were invited either by the 
staff or by you. 

Senator Kzrauver. While you are talking about who was invited 
and who was not invited, who has appeared and has not + eared, 
if you want me to discuss it now, I will be glad to do so. lieve 
most of the witnesses have indicated to the subcommittee that they 
had some information that might be of value in this hearing. 

The subcommittee had invited Dr. Louis Lasagna, Dr. Heinz Leh- 
mann, Dr. Fritz Freyhan, Dr. Haskell Weinstein, and Dr. Martin 
Seidell. They were invited by the subcommittee to appear. 

Senator Dirksen. You say by the subcommittee ? 

Senator Keravuver. By the chairman of the committee. 

I might say that Dr. Lataune has done clinieal research on drugs. 
Dr. Lehman, from the University of Montreal, is one of the first to 
discover the tranquilizing qualities of Thorazine; he is a highly 
respected physician. Dr. Freyhan is the head of the Department of 
Mental Health at the University of Delaware, and was one of the 
first to discover the tranquilizing qualities of compazine. Dr. Wein- 
stein and Dr. Seidell are eminent physicians who have had experience 
with compazine and were able to testify from first hand information. 

The second group of physicians who have appeared are those 
brought by the companies. They number nine. They are Dr. Philip 
Hench, an eminent physician of the Mayo Clinic, Dr. Augustus Gib- 
son of Merck Laboratories, Dr. Edward C, Kendall, Dr. Louis Sarett, 
Dr. Frank M. Berger, Dr. George Farrar, of American Home Prod- 
ucts; and Dr. Emil Schlitter, Dr. Frank Mohr and Dr. Richard H. 
Roberts, all of CIBA. Dr. Austin Smith, who also appeared, was 
accompanied by Dr. William S. Apple, Dr. Arthur DeGraff, Dr. 
George F. Lull, Dr. Rufus H. Robins, and Dr. Linwood F. Tice. The 
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latter five did not testify, but said they would submit statements. 
Dr. Russell L, Cecil and Dr. Ronald Lamond-Havers, came with the 
Arthritis and Rheumatism Foundation; they are outstanding physi- 
cians. Dr. Henry Brill requested to testify in his capacity as deputy 
commissioner of the Department of Mental Hygiene, New York State. 
Dr. Nathan S. Kline is Director of Research at Rockland State Hos- 
pital in New York. He requested to appear; he felt he had a con- 
tribution to make. 

So. you see, Senator Dirksen, we think we have a balanced list of 
witnesses. We are not trying to get only witnesses who are friendly 
or unfriendly to pharmaceutical manufacturers. We are trying to get 
witnesses who can talk about these drugs and who can get the facts to 
the committee and to the public. It will be seen that the majority 
of the witnesses we have had have been from the drug companies 
themselves. 

Senator Dirksen. Mr. Chairman, I notice we have nine physicians 
calendered as witnesses. Do they come on their own volition or have 
they been invited ¢ 

Senator Kerauver. You mean the nine that came from the drug 
companies ? 

Senator Dirksen. No, I am speaking now of the nine witnesses we 
have scheduled. 

Senator Kerauver. You mean in the hearings of today ? 

Senator Dirksen. That is right, starting today. 

Senator Kerauver. They have been invited to appear. They have 
contributions to make to the inquiry. 

Senator Dirxsen. Invited by the chairman ? 

Senator Keravuver. By the chairman. 

Senator Dirksen. That answers my question, Mr. Chairman. I will 
resume my statement. 

In previous statements that I have made on the Senate floor I have 
noted the subcommittee has yet to call the Commissioner of the Food 
and Drug Administration, Chairman of the Federal Trade Commis- 
sion or the president of the American Medical Association, although 
we agreed in a January executive session that they should be called 
during the February hearings. 

I cannot understand the reason for the delay in bringing these 
witnesses before the subcommittee so they may clarify many of the 
hazy statements that have found their way into the record. 

I am afraid if these experts are not brought before the subcommit- 
tee soon it will be too late to give any sense of balance and creditability 
and objectivity to the testimony on key issues over which they have 
specific knowledge and upon whom we must rely as to their expert 
opinion. 

“T have noted from the ticker tape that sources from the staff indi- 
cate that the president of the American Medical Association will not 
be called until a bill is offered. I do not recall any agreement by the 
subcommittee on such a procedure. 

Mr. Chairman, in your letter to me of April 7, you referred to your 
discussion with Dr. F. J. L. Blasingame, executive vice president of 
the American Medical Association, you stated that due to my objection 
to having hearings during the civil rights debate in the Senate, it was 
necessary to invite AMA at a later date. 
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I do not wish to quibble, Mr, Chairman, but at the time I had ad- 
vised Mr. Dixon that I was going to object to the subcommittee 
sitting while the Senate was in session, the list of witnesses had already 
been selected ; and you, yourself, stated during the hearings, when ex- 
plaining the appearance of Dr. Haskell J. Weinstein and Dr. Martin 
A. Seidel at the midnight session, that the witness list had already 
been made and it was too late to cancel their appearance before the sub- 
committee when the information of the objection to holding hearings 
was given to the majority counsel of the subcommittee. 

In view of what you state in your letter I do not see how a member of 
your staff alaaak to the press that the president of the AMA will 
not appear until a bill is introduced. 

It seems that they are overriding even your decision in the conduct 
of these hearings. 

Mr. Chairman, it is impossible to invite 200,000 doctors to testify 
before the subcommittee and it is unfair to handpick certain medical 
men who speak only for themselves and not for the medical profession 
or the various medical societies. 

The drug manufacturers have appeared and they can defend any 
charges made against them by the medical witnesses who have testified 
or those you have invited to testify. 

However, in order to be fair to the 200,000 doctors in this Nation, 
their spokesman should be given the opportunity to refute these state- 
ments made before the subcommittee on the day that the charges are 
made and not 2, 3, or 4 months later, 

Dr. Lasagna made his charges in December, Dr. Fritz Freyhan and 
Dr. Heinz Lehmann made their statements in February and still the 
national, regional, or State medical associations have not been given 
an opportunity to present their views in this matter. It is unfair and 
it is unobjective. 

I might point out further, Mr. Chairman, that the staff has been 
quite concerned with this drug investigation and may have been neg- 
lecting their responsibilities in preparing the reports on hearings of 
the bread industry, which terminated over 9 months ago—July 10; 
on hearings of the insurance industry, which hearings terminated 
August 26; and the report on the hearings of identical bids, which 
last hearing terminated on September 30, 1959, or over 6 months ago. 

Mr. Chairman, it is unfair to the minority to expect them to write 
a minority report within 2 weeks to 30 days after receiving a copy of 
the majority report when the majority takes some 6 to 9 months to 
prepare a report after the hearings have been concluded. 

As this session will be coming to a close in early July it will be 
unfair for the subcommittee to dump four majority reports in the lap 
of the minority and expect the minority to answer each of the four 
reports in a 30-day period. 

y would sypseunte knowing from you what is the status of each 
report—the bread, insurance, and identical bid hearings. 

am making my letter and Senator Hruska’s letter to you, and 
your reply to me, and the press release which I issued with Senator 
ruska on April 8, a part of my opening remarks. 

That concludes my statement. 


35621—60—pt. 186 
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Senator Kerauver. Without objection, the letter and the press re- 
lease, and my reply to Senator Dirksen’s letter will be made a part 
of the record. 

(The documents referred to may be found beginning on p. 10576.) 

Senator Kerauver. Senator Hruska, do you have further comment ¢ 

Senator Hruska. Yes, I have a statement, Mr. Chairman, but before 
I read my statement I should like to have included in the record, to 
add to the letters referred to by Senator Dirksen in the last part of 
his statement your reply, the chairman’s reply to me dated Xpril 7 
of my letter to him on April 7, so the entire story will be complete. 
I may say that that letter has to do primarily and principally with the 
compliance with the 24-hour rule about getting copies of the state- 
ments of witnesses, and I am happy to report that those statements 
were received in my office in due time, and I do hope that that rule 
will be complied with as we go along. 

Senator Kerauver. Senator Hruska, all the letters and press state- 
ments will be made a part of the record, including my own. 

(The documents referred to may be found beginning on p. 10576.) 

Senator Keravuver. I want to say that the 24-hour rule is a good 
rule, but in practical experience it doesn’t always work out. It is dif- 
ficult to have witnesses always comply with it, but we do the best we 
can. We ask the physicians to get their statements here so that we 
can mimeograph them and give them to members of the committee. 
The chief difficulty I have had, frankly, has been from the executives 
of the drug companies. They usually come in on the day of the hear- 
ing with large brochures that we haven’t seen before. But we will try 
to see that the 24-hour rule is complied with. 

Senator Hruska. It has been reported to me, Mr. Chairman, that in 
some cases the industry witnesses were required to submit their state- 
ments more in advance than 24 hours. 

Ts there anything to that report? 

Senator Keravuver. We always ask, them, as I understand it, to sub- 
mit statements as soon as they can, and at least 24 hours in advance. 
Sometimes we haven’t done that, but I think it is a good rule. 

Senator Hruska. I am grateful to the chairman for his seeing to it 
that the rule was complied with this time, and, again, I utter the hope 
that it will be continued. 

Mr. Chairman, as a new member of this subcommittee, I have at- 
tended only three or four sessions, although two of them were of the 
past-midnight variety, which I hope will not be repeated. 

After this brief experience, however, and after reviewing some of 
the record made in these hearings, I am greatly disturbed what I have 
seen, heard, and read. 

In these few sessions, I have witnessed a performance of unobjec- 
tive, unfair, and distorted proceeding used in this committee room 
against a vast and important industry and its officials. It is an indus- 
try which has done much to advance the safety, health, well-being, and 
security of our Nation and its citizens by reason of the products it 
creates, manufactures, and makes available; and by reason of the jobs 
it provides and the taxes it pays. It may have its share of individual 
and isolated bad actors, as any larger sector of our economy may have. 
But, as a whole, it is respected and has done much good. If it is guilty 
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of any illegal or bad conduct, this can be proved in a legitimate way 
far better than the one used so far. 

In other hearings I have followed within the Senate Judiciary 
Committee, the usual and approved format has been to invite and hear 
the heads of the Federal agencies having jurisdiction over the matters 
involved ; then, the heads or official representatives of the industries or 
companies involved, and the labor leaders whose unions are interested 
parties; then, National, State or regional trade associations, retail and 
wholesale groups, or professional associations, whether they be medi- 
cal, legal, engineering, or other. And then such other witnesses who 
desire to be heard individually and who are within reason and balance 
as to number and as to nonrepetition. 

There is a reason for such a pattern. We should be informed first 
as a committee of the nature nnd. scope of the field being inquired into. 
This scope should be placed into considered focus and perspective. 
Differing notions and opinions of representative groups and officials 
should be gathered so that a balance can be achieved without harmful 
bias and premature judging. It isa logical, proven method of inquiry. 

Such a pattern, however, has been a disregarded and 
avoided here. No Federal agency officials have been called so far. 
With the exception of Dr. Austin Smith of the Pharmaceutical 
Manufacturers Association, no professional or trade groups have been 
allowed to appear. No broad and competent basis has been laid for 
those hearings and for this inquiry. 

Instead, we have had a series of doctors who are individual members 
of a profession numbering in excess of 200,000. These witnesses have 
not been representative, either officially or in fact, of their profession. 
In the main they have presented nonconforming, antagonistic views, 
clearly not held by the great preponderance of their professional 
brethren. 

If the drug industry is guilty of any illegal or improper acts, the 
witnesses called so far, the nature and character of their testimony, 
and their obvious bias are indeed a poor, unsatisfactory way in which 
to make acceptable proof. 

In fact, Mr. Chairman, an observer of these hearings has suggested 
that those in charge of conducting these hearings, being unable 
to find any support for preconceived views and beliefs from any 
official, representative, or truly authoritative sources, are forced to 
resort to the use of witnesses, who, in the main, have a personal “ax 
to grind,” who are nonconformists, who are not representative, often 
lacking qualified vantage point or competence in the field in which 
they undertake to testify, and who do not hesitate to recklessly attack 
constructive efforts of persons with responsibility. It was suggested 
further that perhaps the lack of such support might also account for 
the resort to sensationalism, headline seeking, misrepresentation and 
aistortion reflected in much of the testimony and many of the exhibits. 

For myself, I shall not judge the situation suggested by this ob- 
server until the evidence is in. But, frankly, I find myself wonder- 
ing why it is that the voices of thousands upon thousands of doctors 
who rightly credit the drug industry with many solid and remarkable 
achievements have not already been called in timely fashion. TI find 
it difficult to understand why Government agencies concerned in this 
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field and well versed in it, have not been called to give us the overall 
picture so that we can fit into their proper places the testimony and 
stories of individual witnesses. I find myself wondering at the un- 
seemliness of unobjectivity and unfairness displayed so obviously and 
constantly in the hearings I have attended. 

But while I have a desire to be fair with any industry we investi- 
gate, I have an even greater and more compelling concern. And that 
is for the public which has a highly vital stake in the continued crea- 
tion, production, and availability of lifesaving and pain-relieving 
drugs and medicines. 

Our citizenry is entitled to a true, balanced, and complete picture 
submitted in a timely, understandable way. So far, this has been 
denied them. 

In fact, up till now there has been a deliberate attempt, in my judg- 
ment, to inflict devastating and irreparable damage upon an indis- 
pensable business by trying hard to shatter public confidence in it 
upon the basis of a biased, distorted, and incomplete record. 

It is one thing to make a constructive effort to improve an industry 
or its operation. But to lead the public erroneously to condemn a 
necessary industry without any hope of gaining a workable or accept- 
able replacement for it, is a catastrophe which should not be visited 
upon the men, women, and children of America. 

This subcommittee is rapidly reaching the point of no return in 
this regard. 

Instead of conducting a self-serving inquisition to vindicate a 
strange and visionary political and economic philosophy long held 
by some members of this subcommittee and some of its staff, we should 
be engaged in a search for the truth. 

After the facts have been ascertained, there is ample time and 
proper place for arguing the conclusions to be drawn from them when 
the committee meets in executive session for that purpose. We have 
a right to differ in our opinions, Mr, Chairman, but we have no right 
to differ as to facts. 

Of all congressional committees, this Judiciary Committee should 
be an exemplar in this regard. 

Unless this subcommittee mends its ways thoroughly—and 
quickly—it shall have failed the trust enjoined upon its colleagues 
and expected of it by the public. 

Senator Kerauver. Senator Dirksen and Senator Hruska, I thank 
you very much for your statements which I haven’t seen until just 
now. 

Senator Hruska. The record should also show that the statement 
of the chairman was not supplied to any member of the committee. 

Senator Keravver. The statement of the chairman was not a con- 
demnation of any member of the committee. The statement of the 
chairman was just the usual statement announcing what was going 
to take place and who the witnesses were going to be. 

I must say it is a matter of great regret to me that my colleagues, 
Senator Dirksen and Senator Hruska, have elected to take this posi- 
tion about the work of this committee. As a member of the House and 
the U.S. Senate, I have been on investigating committees for a long, 
long time, including some very difficult ones. I have always, to the 
best of my ability, tried to conduct them on a nonpolitical, fair and 
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useful basis in order to bring out the facts as they were and letting 
the chips fall where they might, not trying to whitewash anybody or 
castigate or condemn anybody unless they were whitewashed or 
castigated by the facts. This seems to be a different situation. I 
regret that I feel required to make the statements that I am goin 
to make, but in view of the statements made by Senator Dirksen an 
Senator Hruska, I have no alternative but to respond with what I 
think to be the facts. 

I have been aware, Senator Dirksen, as you say, that you have made 
statements on the floor of the Senate criticizing the work of this com- 
mittee. Senator Butler has also made some criticisms. I didn’t know 
the statements were going to be made. I had no notice of them. There 
isn’t any Senate rule about it, but I have always considered it a 
matter of senatorial courtesy that, when a chairman of a committee 
or another Senator is going to be criticized, they receive a notice about 
what is going to take place. When I made a statement about the 
hearings about 3 weeks ago, I notified the offices of Senator Dirksen 
and Senator Hruska and other members of the committee. The first 
I knew about Senator Dirksen’s statement was when I read it in the 
Congressional Record a day or so later. Reprints were sent to me by 
doctors and pharmacists from various parts of the country. I can 
understand why Senator Dirksen would not have notified me, because 
some of the facts presented in his statement, when put side by side 
with the true facts, would not come out very well. 

In this hearing, it has been specifically charged there have been 
statements misrepresenting the facts and accusing the chairman of 
a deliberate attempt to misrepresent, and to present biased, distorted, 
and untrue statements. I have seen statements made publicly quoting 
these charges at meetings of .pharmaceutical associations. 

I want to say that, based on my experience, I have never worked 
with a staff that is more careful in trying to document its facts than 
the staff that we have here. Of course, inadvertent mistakes do occur, 
but we try to correct them as soon as they are called to our attention. 
I know of no basic fact that has been misrepresented. I know of no 
presentations by the staff of the subcommittee, aside from some un- 
avoidable or human errors, that were not corrected factually. When 
I finish, I would be very happy if the Senators who are making 
these charges would point out the specific fact that they think is 
false and untrue, and on which they base their charges. 

Our effort here is not to condemn the drug manufacturing industry ; 
our effort here is not to try to prosecute or secure the indictment of 
anyone. I do think that is a matter of importance. 

It should be pointed out that, at least the Department of Justice, 
by its indictment of American Home Products, and Carter, thinks 
that there is some importance to the testimony that is being brought 
out here. The fact that the Department has now impaneled a grand 
jury to investigate the manufacture and sale of ethical drugs to see 
whether there are any violations of the antitrust laws would seem 
to indicate that the Department does not share the views of my dis- 
tinguished colleagues as to the worthwhile character of these in- 
vestigations. 

I have, reluctantly, come to the conclusion that there is no way that 
these investigations can be conducted to satisfy my colleagues unless 
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the testimony is going to be a whitewash of the pharmaceutical manu- 
facturing industry. So long as I am chairman, there is not going to 
be any whitewashing of any industry or of any group. 

Certainly the companies have had an opportunity of making a full 
and complete presentation. All of the witnesses who have been called 
by the sdiobeendithes were called for a very good purpose, such as their 
particular knowledge about some special matter. Some witnesses have 
asked, and were so listed, to be given a chance to testify. 

Testimony has been both favorable and critical of the drug indus- 
try. I know of no witnesses who have testified here who were per se 
critical of the pharmaceutical manufacturing industry. All of them 
spoke of the good things that were done, the important contributions 
that were made, and the research that was conducted, all of which I 
approve. Let me repeat, no witness who has appeared has been per se 
opposed to the pharmaceutical industry. 

I may say that no witness who was here, with the possible exception 
of a few of the company witnesses, feels that everything the ethical 
pharmaceutical industry does is in the best interests of the physician 
or of competition or of the economy of the Nation. The fact is even 
Dr. Gibson, the medical director of Merck, was critical of some of the 
drug advertising put out by Merck. So that to characterize any of 
these witnesses as being per se unfriendly or per se friendly is not 
correct. They have all had broad experience, and we have tried to get 
their factual experience in the record. 

This has been a very difficult hearing to conduct, I want to assure 
my colleagues. I have never taken part in a hearing where there were 
more efforts to impede, more efforts to harass, more efforts to delay, 
more effort to criticize and hold up to ridicule the chairman and the 
staff. As I stated, I have either taken part .in investigations, or I 
have been chairman of investigations, for 21 years in the House of 
Representatives and in the U.S. Senate. But be that as it may, we 
will go on and do the very best that we can to bring out the facts and 
let the chips fall where they may. 

Senator Dirxsen. Mr, Chairman—— 

Senator Krravver. I haven’t finished. 

Now to get to one or two specific matters. As to the hearings that 
have been referred to, as Senator Dirksen well knows, the insurance 
hearings have been conducted under the supervision of Senator 
O’Mahoney. He has not been well recently. It is contemplated that 
there will be further hearings in that field. But I am advised that the 
report on the hearings to date will be available sometime next week. 

In connection with the bread hearings, a great deal of supplemental 
information was asked for which was received fairly vabehth , so that 
it was not possible to complete work on all of it. But I am advised 
that the report will be in galley proof to be submitted to other mem- 
bers of the committee sometime next week. 

As to the report on identical bids, which was referred to by Senator 
Dirksen, that heart has not been completed. We have had hearings 
on the electrical equipment industry at Knoxville, relating to the 
Tennessee Valley Authority, certain public power agencies and cities 
in that area. We have a tremendous amount of material which has 
been furnished to the committee by the General Services Administra- 
tion and by the Defense Department which has to be correlated, and 
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upon which hearings should be held before they can be finished. 
Therefore the committee cannot write its report until that time. 

Senator Dirksen complains about Dr. Fritz Freyhan and Dr. Heinz 
Lehmann, among others, who made their statements in January, 
These two doctors talked about Thorazine and Compazine, and for 
the information of the Senator from Illinois who was not present, the 
manufacturer of those drugs was advised that they would appear, and 
I believe the company followed them. These doctors are eminent men 
who have special knowledge. Their statements were neither pro nor 
con insofar as the pharmaceutical manufacturers are concerned. But 
if some company is securing a substantial size of the market by ad- 
vertising which does not give the complete picture, and which there- 
fore does not present all the side effects of a particular drug, and is 
using an unfair method of competition to secure that share of the 
market, that is an important matter for this committee to know about, 
and it is an important matter for the public to ascertain and it is a 
matter that we have gone into and expect to go into further. 

(At this point, Senator Carroll entered the hearing room.) 

Senator Kerauver. I do not agree with the inference that we should 
only have witnesses from medical associations testify. We want to 
have medical associations, but there are also many private physicians 
who are specialists in connection with a great many of these drugs. 
There are many physicians who are at universities where research has 
been done, as much or more research as has been done by the pharma- 
ceutical manufacturers themselves. Following the usual course of 
congressional investigations, we have tried to seek information 
wherever we could find it. 

I do not have before me the press release that is referred to in 
connection with the American Medical Association. I did tell Dr. 
Blasingame and other officials of the American Medical Association 
that I, as chairman and personally, would like to have some possible 
legislative proposals for them to go over and discuss when they come 
down here. The American Medical Association has a special com- 
mittee for this purpose. They have this committee meet and go 
through the process of deciding on who is going to testify here, what 
their view will be as to certain proposals and this, that and the other. 
I thought we would want to hear the AMA at an appropriate time 
when there would be no possibility of the hearing being called off by 
virtue of objections on the part of the Senator from Illinois or any- 
one else. I thought also that any thoughts about possible legislation 
should be presented to the AMA for consideration by its committee. 
In due course they will be called upon to give their views and testify 
fully and I know we all look forward to getting their views. 

It was not the intention of the chairman personally to offer any 
tentative proposals on behalf of the committee as to certain legislation. 
I wanted to get these ideas to the members of the committee before 
the AMA came, and I will certainly do that. 

The charge has been made that this committee should have first heard 
from the Food and Drug Administration, the Federal Trade Commis- 
sion, Government agencies, and what not. That is the procedure 
ordinarily followed when a committee has a specific bill before it. 
When you start out with a legislative stem then of course the 
first thing you do is to get the opinion of the various agencies con- 
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cerned. But this is not that kind of hearing. We are not commencing 
with a legislative proposal upon which we would want the views 
of the Federal Trade Commission and the Food and Drug Ad- 
ministration, although we have been in touch with these agencies. In 
my judgment, and I think we have followed the right judgment, we 
followed the same procedure in connection with the Crime Com- 
mittee hearings. For the benefit of the committee, for the benefit of the 
Congress, for the benefit of the Federal agencies involved, it is helpful 
to know first what is going on in this case, the extent of price competi- 
tion, or lack of it, in the drug industry, the extent of drugs that have 
no value and are being put on the market, the extent and the nature 
of misleading advertisements. 

We want to know what is the nature of the process that is gone 
through when new drugs are presented to the Food and Drug Admin- 
istration for certification. What is the factual situation that makes 
it possible for the Military Medical Supply Agency and the Veterans’ 
Administration to advertise and buy Gale generic names, whereas 
the physician usually prescribes under trade names? Why is it that 
hospitals buy under formularies and generic names and secure good 
medicines at much lower prices? 

What is the general situation that permits some of these companies 
to sell at lower prices abroad than here in the United States? Why 
is it that they have to make twice the average profit on net worth as 
do other manufacturing industries? Why is it that some physicians 
do not have full confidence in some of these dru 

We want to have all of these facts which will be helpful to all of 
the agencies and to the public in understanding the whole problem. 
These facts should be presented first, so that we can have information 
on the various problems brought out in a full investigation of this 
kind, before we have the agencies before us for consideration of spe- 
cific legislative proposals. 

Perhaps my colleagues have a better idea of what should be done 
than I do. From the information we have had, from letters we re- 
ceived, we learned there was a problem of very high prices, unavail- 
ability of the wonder drugs to many people with low income, admin- 
istered prices, lack of price competition, exclusive patents, and many 
drugs not being produced under license. We knew all those things 
generally, but I think we all know more about them now. Senator 
Hruska is talking about an investigation on a specific legislative pro- 
posal. But I am convinced that we will be able to get a better under- 
standing of specific legislative proposals after we have the general 
information which we hope to get on these various subjects. 

The hearing has been delayed. I am sorry about that. It was de- 
layed for some time before the Senate went into round-the-clock ses- 
sions by the objection of the Senator from Illinois, though he had a 
perfect right to object. We had witnesses here from the west coast 
who came at considerable expense. We did have two night sessions 
to give these witnesses a chance to be heard, and in the case of the 
California witnesses not to waste the great extra expense involved in 
getting them here. I know it was not pleasant for any of us to have 
those night sessions. I ce that we can have sessions during the day 
without having to go into the evenings again. 
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Gentlemen, I hope very much that on this most important matter 
that is of great concern to the public, of concern to the medical pro- 
fession, of concern to the pharmacists themselves, and it should be of 
great concern to the pharmaceutical manufacturers, to try to learn 
the facts, to get prices down, to encourage competition, to protect 
the public interest—I hope that this will not be made a partisan 
issue. But it is very difficult at best. I want to say that I personally 
resent the Senator from Illinois and the Senator from Nebraska 
impugning the motives of the chairman, with the suggestion that we 
have not brought out the true facts, or of the deserving staff that has 
worked so hard to try to do this great public good. 

I have been hearing a great deal about some facts that were not 
correct and some false presentations that were made. I would now 
like to ask my colleagues just what were those false facts? 

Senator Dirksen. Mr. Chairman, when you are through I shall 
make some comment. 

Senator Keravuver. I am through. 

Senator Dirksen. Now, Mr. Chains, speaking for myself and 

my colleague Senator Hruska, we are not interested in pleasing or 
nonpleasing statements or facts or anything else. We are just in- 
terested in objective truth and nothing more. We don’t care, the tail 
can go with the hide so far as I am concerned, but I don’t know 
if you would like to have us be candid and speak our minds or sit here 
like frogs on a log and let this thing go on without registering a 
orotest. 
Now I say to you in all candor we do not intend to do so. You have 
invited these criticisms, Mr. Chairman, by letting those first press 
releases go out, talking about 8,700 percent markups on some of these 
drugs, nothing said about distribution, about detailmen, about ad- 
vertising, about literature, about research, about marketing costs, 
there it stood in all its naked inglory, and no average citizen could 
read it without getting a distorted view and a misimpression of what 
was obtaining in the irae industry. And if there is any fault to be 
found, you might just go back and read those early releases and you 
will find why we are candid about our attitude and our approach in 
the matter, and we intend to continue that way. 

Now I am not going to see a whole industry indicted by the sub- 
committee of the Senate. I am not going to raise my voice in the 
committee. I am going to do it on the Senate floor. I shall do it 
anyway if it will score and keep the reputation of the Senate and its 
committees intact. Now when I speak about the Record, letm e re- 
mind you, sir, that when I said I was going to put a statement in the 
Record in January, I made that statement here in open hearing, that 
I expected to insert it in the Record, and I did so. 

Now, it appears in the transcript that I made that statement in the 
hearing, and I made no speech on the Senate floor, nothing but intro- 
ductory remarks in connection with that statement. 

Now you appeared, Mr. Chairman, on the 22d of March on the 
Senate floor, and to be sure you gave notice, but I remind you, sir, 
that that was a Tuesday. For more than 3 years the minority has 
been having White House conferences on Tuesday morning, for more 
than 3 years every Tuesday has been a minority policy committee 
meeting, and for more than 3 years every Tuesday after the policy 
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meeting there has been a conference after the meeting. Now every 
Senator seems to know that that is what happens on Tuesday, and 
yet you set your address for Tuesday, March 22, and I read from 
the Record. You said: 


Mr. President, I want the Record to show that the office of the minority leader, 
Mr. Dirksen, was notified by the chairman of the Antitrust and Monopoly Sub- 
committee as were also the offices of the Senator from Wisconsin, Mr. Wiley, 
the Senator from Nebraska, Mr. Hruska, and the Senator from Maryland, Mr. 
Butler, that I was to make this statement today, because either on the floor 
or in committee they have been critical of the work of the subcommittee. I had 
hoped they would be present to discuss any matters they desired to or to ask 
any questions, and to follow my speech as I delivered it. 

Well, all the other Senators know, Mr. Chairman, that Tuesday is 
pretty well tied up for the minority, and if you did not know it, it is 
just too bad. But I can say to you now, sir, there will be no more 
meetings of this subcommittee when the Senate is in session. You 
called attention this morning to my absence from one of the hearings 
here. As minority leader, a member of the Judiciary Committee, 
seven subcommittees on this committee, a member of the Committee 
on Labor and Public Welfare, which is in session this morning, the 
minority leader can’t be here all the time, and certainly on Tuesday 
his time is pretty well taken with a lot of other matters. 

But since you made a point in this Record, Mr. Chairman, it is 
just as well that you make no request for this subcommittee to meet 
when the Senate is in session because I shall object. 

T am going to attend these meetings and if you are going to have 
them when the Senate is in session, which is in violation of the rule, 
unless consent is requested I shall object. So you have invited these 
criticisms now and we mean to follow up. 

Senator Keravver. Senator Hruska, do you have any further com- 
ment ? 

Senator Hruska. I might say as a supplement to what has already 
been suggested by Senator Dirksen there are evidences and there are 
instances where there are basic misrepresentations in the Record, Mr. 
Chairman. 

They will be brought out in due time. I am sure that if they are not 
misrepresentations they are at least incomplete picture. The sugges- 
tion of lower prices abroad was brought up. Now the fact is that those 
differences in prices as brought up as exhibits and as testimony were 
only in terms of money and any difference in the price directly related 
to the rate of currency exchange and the wages and the standard of 
living in the countries cited was totally disregarded. When the price 
of those drugs was put in terms of the hours that had to be worked, 
to purchase any of them, which is the most accurate common de- 
nominator, we saw where the matter came in to true perspective. 
And anyone, particularly a staff which has worked in this field for so 
long and is so conversant with economics would know that that would 
be the result if they turned their minds to it. There is no inference 
here, I don’t know of any inference here that our testimony should be 
limited only to associations, Federal Government agencies. The idea 
was to start out with them so we know what this problem is and so 
that when we do get the testimony of individual, isolated individuals 
and their stories and their testimony, we will have some place in which 
to fit them into the entire pattern of the situation which we were 
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investigating. How, then, is this investigation different than any in- 
vestigation before any committee ? 

What are we concerned with? The chairman has suggested we are 
concerned with whether or not drugs are dangerous, whether they are 
too high priced, whether their brand names are good or not, whether 
there is competition, whether there is misleading advertising, and, of 
course, We are interested in all those things. But let me pose this 

uestion: If there is a question as to whether these drugs are dan- 
erous—and there is a suggestion that that was the fact in much of 
the testimony. As a matter of fact, then, in one instance it was said 
that there would be many more times harm and fatalities inflicted by 
dangerous drugs than there has been by stilbesterol in chickens or the 
chemical additives in the use of cranberries. Well, everybody knows 
there have been no deaths reported from that fact, and the witness 
himself was the first to admit it. 

There was no demonstrable case of any injury inflicted by them, and 
yet that inflammatory fashion of describing the potential danger of 
drugs was restored to. But that is beside the point. 

The point is, if those drugs are potentially that dangerous, what 
authority is better qualified to speak on that subject than those charged 
by the Congress and by the national policy on a Federal level to en- 
force proper laws for that purpose ? 

Now, then, as to brand names: they have been attacked vigorously 
here as being dangerous and excessively expensive, and so on. Who 
would know better as to any of the good qualities of brand names than 
the agencies in charge for the Federal Government in regard to purity 
and quality control and the reliability and the potency and its con- 
stancy than those of the Federal Government ? 

And the same is true even as to competition. 

We can get individuals to come here and make complaints and 
we welcome them in their proper place, but what better source of in- 
formation is there than the division of antitrust enforcement in the 
Department of Justice, who is working in this field every day, every 
year, and has been at it for decades? As to any misleading me 
vertising, the Fair Trade Commission is in business. It has been in 
business for a long time, and it seems to me they, with their patrol- 
ling of the entire economic pattern in America, would be a better 
source of information than isolated and nonconformist witnesses who 
seeks to come here, and who should be well welcomed because there is 
one of two things that is the matter with their testimony. It is either 
deserving of attention, in which event we will give that attention to 
him, or there is a complete answer to it in which event it will be 
given that answer. I quite agree with my colleagues that we are will- 
ing and in fact we are as anxious as anyone else to see that any 
industry, not only this one, that any industry behaves itself in pur- 
suing a course of business which is not abusive of the public well- 
being or its safety and its security; but at the same time we have a 
great deal to be grateful for in this Nation by a system of private 
enterprise, free enterprise, based upon the patent system and based 
upon a profit incentive which, if we wreck, we will also wreck those 
things which have brought America into the front rank of those who 
are enjoying so many good things at the hands of all these industries. 
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It seems to me, and I am sure that that is the thinking of my col- 
league here, that someone at least should speak up on behalf of those 
industries when there is a one-sided and a Sidiberate attempt in many 
of these instances which are demonstrable far beyond the few that I 
have called attention to in the few days, in the few sessions and the 
few hundreds of pages of testimony which I have read about only 
in connection with these drug hearings. 

Senator Kerauver. Thank you, Senator. 

Senator Carroll has joined the subcommittee. We are glad to 
welcome you here, sir. 

Senator Carrotzi. Thank you, Mr. Chairman. 

Senator Kerauver. Let me make just one brief statement in conclu- 
sion, and then I will recognize Senator Carroll. 

In statements put into the record by my distinguished colleague 
from Illinois, and quoted in speeches made by the minority counsel, 
the chairman of this committee was accused of misrepresentation, of 
untruths in the evidence presented here, and indeed here, today, in 
the statements particularly of my colleague, Senator Hruska—he 
talks about misrepresentations and so forth. 

That is a very grave charge. I challenge my colleagues to point 
out misrepresentations and untruths. I challenge them to present one 
item of facts or figures that have been put into the record—except 
maybe some inadvertence which occurs in every committee hearing, 
and which we try to clear up as quickly as possible—where the chair- 
man has been guilty of misrepresentation or untruths. 

Senator Hruska says that this will be brought out in due time. The 
charge is made now. I don’t want to belabor the matter, but I have 
heard the Senator from Illinois saying that the press releases that were 
issued referred to an 8,700 percent markup. I didn’t put out any such 
press releases. The testimony, to start out with, was by the companies 
that they were making 21.4 percent profit on net worth after taxes 
and about 12-plus percent on net worth after sales. 

The information that they had furnished us showed that the dif- 
ference between what they paid for a finished bulk product, ready 
to be tested, bottled, labeled, and sold, amounted to these percentages. 
At that very time it was stated by me and stated by the company wit- 
nesses and explained by the staff that this difference referred to the 
markup of the bulk finished product between the time that it left the 
manufacturer and the time it was sold to the pharmacist, as I remem- 
ber it. If there was some misunderstanding, and I am sorry that there 
does seem to have been some misunderstanding, I don’t think it was 
exactly our fault because we tried to show exactly what it was that 
we were showing. 

The amount of the overall profit had been previously explained. 
The company witnesses were here to endeavor to explain the difference 
between what they paid for the finished material and what they 
sold it for, and they did make their explanations. 

As the Senator from Illinois so well knows, we probably have the 
legal right to go into cost matters, the details of cost breakdown, but 
out of deference to trade secrets we have not insisted on doing so in 
times past, so that exactly how much went into a particular product 


was not available to us but was available to them. And they made 
their explanations. 
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It is true that the Senator on one occasion during a subcommittee 
meeting said that he was going to speak on the floor, but I don’t 
think he said when he was going to speak. Certainly, no Senator can 
be there all the time waiting for somebody to present his remarks. I 
would like to have had notice as to the time that he was going to make 
his remarks, because I think the public would be entitled to have some 
remarks and some editorials on the other side, 

I did give notice that I was going to speak on Tuesday, March 22. 
I want to say to the Senator that it did not occur to me—or it escaped 
my mind—that that was the time when the Senator would be involved 
in policy committee matters. That time was not selected for that 
purpose. If he had asked me to put off my speech for a day or 2 days 
or any length of time so that he could be present, I certainly would 
have done so. 

On March 22, when I did make my remarks, I think the Senator 
from Illinois and other Senators were furnished with a copy of my 
speech. I intended to speak until about 4 o’clock in the afternoon 
and I remember several times during the afternoon I saw the Senator 
from Illinois come in and look me over but he did not stay. He would 
have had a chance to engage in colloquy. If he had asked me to put 
it off a day, I certainly would have done so. With any other speeches 
I make, I will remember about Tuesday and I hope the Senator will 
remember that I would also like to be there when he makes a speech. 

Senator Dirksen. You don’t have to notify me, Mr. Chairman. I 
have got enough to keep me busy 18 hoursa day. I don’t always have 
time to listen to long discourses on the Senate floor. I have other 
work to do, and I don’t object to any statement that you make on the 
floor, because it will come to my attention and in due course I shall 
make answer. But there is developing here a steady habit, it seems, 
to know the absence of any Senator from a hearing or from the Senate 
floor; I feel it is an insidious sort of a thing and insofar as I can do it, 
Iam going to stop it. 

It happened several times on the floor in the course of the civil 
rights debate. I gave 8 weeks to that, 7 days a week practically, and 
the Senator does not apologize for his diligence or his devotion to 
duty; but when those intimations are made that a Senator is not in 
a hearing—maybe he is in another hearing. If he is not on the floor, 
maybe there are other things to engage his attention. I might say 
for the record the Senator Tomah Illinois gets the second largest mail 
of any of the 100 U.S. Senators, and it is only one hour and 30 minutes 
by plane from Illinois to Washington; and the number of people 
I have to see every day is a very substantial number. 

So I try to cover all the bases, and I just want my colleagues to be 
fair when they know for some reason or another I am not on hand 
at a given time. 

Senator Keravuver. I appreciate the hardship the Senator works 
under. 

Senator Dirksen. It isnot hardship. I can do it. 

Senator Keravver. He has to spend.a great amount of time on his 
duties and it is a tremendous burden. I want to assure the Senator 
that I did not say at the beginning of my speech that notice had been 
given that I was going to speak for the purpose of calling attention to 
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his absence. I wanted to make sure that since I was talking about the 
subject, that that did appear in the record. 

Senator Dirksen. Mr. Chairman, think of the thousands of reports 
that go out. Suppose any person in the country reads that. I read 


it into the hearing. They say: “Well, where was Dirksen? Where 


was Hruska? Where was Wiley? Why weren’t they there?” 

Well, they had some other things to do, and that has been standard 
with us for 3.5 years. We have our White House conferences and 
our policy meetings. 

Senator Kerauver. Dr. Bean, I hope this is not your first experi- 
ence with the U.S. Senate. 

Dr. Bean. This is the trial run, yes. It is the first time. It looks 
like it is fun. 

Senator Krerauver. All right, Senator Carroll, do you wish to make 
any observations? 

Senator Carrot. Doctor, don’t be too much alarmed or too much 
impressed by this interchange. It is not unusual. You are about to 
testify before one of the hottest committees in the Congress. This 
committee has a great deal to do with investigating the heavy con- 
centration of economic power in the various industries of this Nation. 

I say to my chairman that he must not be too resentful about this 
criticism. I don’t impugn the motives of our colleagues under the 
two-party system. They havea right to make their comments. There 
isan awful lot of politics in this; I must say that to you. 

Senator Dirksen. We have discovered that, Dr. Bean. 

Senator Keravver. I want to inject a neutral note. 

Senator Carroiu. I would like to finish, Mr. Chairman. 

Senator Kerauver. As far as I am concerned, there is not any 
politics in it unless somebody else is bringing politics into it. 

Senator Carrot. I would like to finish, if I may. 

I have been asked to comment. In this type of criticism, what is 
happening is not new. Regarding this committee, and the chairman 
of this committee, whether it was in the investigation of the oil in- 
dustry or the steel industry or the automobile industry, there has 
always been some effort. to, I won’t say “curb” the activity of the com- 
mittee, but to impugn its motives and that of the chairman and the 
staff. 

I want to say to the chairman that when I talked about the political 
implications of this inquiry, it was not meant as a reflection on the 
chairman or the staff. I have been led to believe that the purpose 
of this investigation was to find out whether there is any violation of 
the antitrust laws as applied to the drug industry. I want to say 
right here and now that I don’t look upon this investigation as an 
attack against the medical profession at all. I was under the im- 
pression that we were investigating the price structure of the in- 
dustry, possible antitrust violations, and whether we could come up 
with any specific remedial legislation. 

I said to the chairman at a hearing some time ago, when there was 
another sort of a sidewinding attack on the efforts of this committee, 
that I felt that the public was interested in this investigation and that. 
it had public approval. 
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Let me say right here that I have in my hand articles from the 
Denver Post stating that the Denver General Hospital bought $220,000 
worth of drugs in 1959. I find the district judge and the district at- 
torney inquiring into the method of the purchasing of those drugs. 
This sort of thing is going on all over the Nation. So this committee 
has served, in my opinion, a very worthy function. 

ae observe here in the New York Times of Friday, April 8, the news 
that— 


an industrywide investigation of the manufacture, distribution, and sale of pre- 
scription drugs started here yesterday by the Antitrust Division of the Depart- 
ment of Justice, 


The Department has empaneled a grand jury for this purpose. 
The investigation will cover pharmaceutical concerns dealing in ethical drugs— 
the article says. Let me read one more paragraph : 
It stems— 
that is, the investigation stems— 


from the testimony given in recent hearings before the Senate Subcommittee on 
Antitrust and Monopoly Legislation headed by Senator Estes Kefauver, Demo- 


crat of Tennessee. 

I was not here when they were orally presented but I have read the 
statements of the distinguished minority leader and the very able 
Senator from Nebraska. I think their criticisms are a little harsh, but 
on the other hand this is not the first time that the chairman of the 
subcommittee and the staff have been under attack. In the statement 
of Senator Hruska, this is what I meant, Mr. Chairman, when I talked 


about political implications. I read from this paragraph on page 3: 
Instead of conducting a self-service— 
this is Senator Hruska’s statement— 


Instead of conducting a self-serving inquisition to vindicate a strange and 
visionary political and economic philosophy long held by some members of the 
subcommittee and some of the staff, we should be engaged in the search for the 
truth. 

This is what I meant by sort of a sidewinding political attack. 
Insofar as the junior Senator from Colorado is concerned, I am 
interested also in the search for truth. I am interested in facts. I 
think if there has been some distortion here, there is no attempt to 
injure any industry. The drug industry has performed a public serv- 
ice and will continue to perform a public service, but on the other 
hand, if we are going to search for antitrust violations, we should 
also stimulate thinking at the grassroots on this subject. 

When I refer to the political implications, let me add that we will 
fight this out in a presidential year, from the platform and in the 
political forums of this country. In the meantime I think we ought, to 
the best of our ability, to get at the truth from both sides so that we 
will be able to know what the problems are. 

I don’t like to leave the inference here that. we were attacking the 
medical profession. There is too much of that going on. We are not 
attacking the medical profession at all. 

T assume I am right in that, am I not, Mr. Chairman ? 
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Senator Keravver. I want to say that we are certainly trying to co- 
operate with the medical profession. They are interested in the eco- 
nomic welfare of their patients. I want to say also that we are not 
trying to attack the pharmaceutical manufacturing industry as such. I 
think we all know that all industries are important to the welfare of 
our Nation, but if any of them occasionally indulge in abuses which 
can be corrected by legislation, that is the province of this committee. 

I think we all concede that the pharmaceutical manufacturing in- 
dustry has done many wonderful things that are very important to our 
Nation. But it is important to them, to the medical profession, to 
the pharmacists, and to the public that we inquire into matters of 
competition and monopoly and these other problems that are involved, 
as the Senator from Colorado has so well said. 

Senator Carrott. May I say in conclusion that the chairman is a 
veteran of these investigations, and he has been under heavy attack on 
many an occasion. I suggest that he not be too sensitive to these 
criticisms and that he consider the source and consider the purpose. 

Senator Kerauver. I have been around, Senator Carroll, for a good 
while, as you have, and as my other colleagues have, and I guess you 
develop a pretty thick skin if you stay in Congress for some time. 
We just take it as it comes. 

Senator Dirksen. We are not mad at you, Mr. Chairman. We just 
try to keep you on the track, that is all. 

Senator Kreravver. I do hope that before the charges—— 

Senator Dirksen. We will put it all in the minority report. 

Senator Kerauver. Do you have something to add, Senator? 

Senator Hruska. I just want to suggest that this reference to poli- 
tics is all very fine. I didn’t refer in my statement to any politics of 
a partisan nature and don’t intend to. 

I do think there is underlying all of these hearings a belief and an 
advocacy of a rather strange political and economic philosophy. I 
won’t go into it now any more than I will go into detail and specific 
instances with reference to the other statements and other suggestions 
in my statement. There will be due time for it either in the minority 
report or in the executive sessions we have. 

But I should like to say, Mr. Chairman, on the score of politics here, 
reference was made by our good colleague from Colorado as to a Den- 
ver Post article. Let me suggest the December 10 issue of the Chat- 
tanooga News Free Press, which details the alleged markup of some 
118 percent, with the implication that it is a profit, and starts out 
by saying: 

Senator Estes Kefauver’s subcommittee investigating drug prices has gotten 


off to a start with some pretty tricky business that has successfully captured 
national attention but seems to be highly and purposefully misleading. 


And then detailing some of the figures, it goes on to say that— 


If a staff economist tried to get away with such a distorted picture in adver- 
tising, the Federal Trade Commission or somebody else would be on him 
posthaste. 


And then further on, it says this, with which I will conclude: 


Perhaps the prices of some drugs are too high, but the subcommittee won't 
find the answers and help solve the problem if it uses rigged figures. It is 
possible that some may consider such things though not accurate to be pretty 
gand politica. 
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So if the matter of politics is to be brought in here, let me suggest 
there are overtones and already there are ideas that perhaps politics 
is here. But it wasn’t started by the Senator from Nebraska. 

Senator Keravver. For the illumination of the Senator from Ne- 
braska, the Chattanooga News Free Press has never had anything 
good to say about the chairman of this committee. 

Senator Dirksen. It isn’t a Republican paper, is it? 

Senator Kerauver. I would say it is certainly not a Democratic 
paper. But I called on you gentlemen to give specific illustrations as 
to specific falsehoods and misrepresentativns that were brought out 
by the chairman, and I have been met with these generalities. 

Senator Dirksen. Oh, there will be no generalities, Mr. Chairman, 
We will put them in the minority report, and we will document them. 
Just give us the necessary time. But we will get the time, anyway. 

Senator Kerauver. Very well, but you have been making charges, 
and I think with charges ought to come specific proof. If there is 
any inaccuracy, I will be the first to try to correct it. 

I want to state, again, that as to this unusual and strange philosophy 
that Senator Hruska refers to, I can only say that my philosophy is 
to favor a free competitive enterprise system. ‘That means we must 
have competition in the public interest. A free competitive enter- 
prise system means a free competitive enterprise system, and nothing 
less. I hope that the Senator doesn’t mean to infer that there is some 
alien philosophy involved here. I have tried always to protect the 
little man and the consumer, but the big fellow, too, so long as he 
competes. I have no argument with bigness. I do think we ought 
to look into our antitrust laws and into matters of competition. That 
is my philosophy. 

I have here a memorandum prepared by the Library of Congress on 
Dr. Bean’s outstanding background and qualifications, I direct that 
it be put in the record at this point. 

(The memorandum referred to follows :) 


WILLIAM BENNETT BEAN 


Born 1909 Manila, Philippine Islands; certified internal medicine, 1947; 
M.D., 1935 University of Virginia; intern medical, 1935-36 Johns Hopkins Hos- 
pital; assistant resident physician, 1936-37 Boston City Hospital; senior medical 
resident, 1937-38, assistant visiting physician, 1941-46, outpatient clinic, 1947, 
visiting physician, 1947, Cincinnati General Hospital; fellow in nutrition, 1938— 
40 University of Cincinnati; assistant visiting physician, 1940-42 Hillman Hos- 
pital; consultant internal medicine, Surgeon General U.S. Army; teaching fel- 
low, 1936-87 Thorndike Memorial Laboratory, Boston; teaching fellow in 
medicine, 1936-37, Harvard; instructor in medicine, 1938-40, assistant profes- 
sor of medicine, 1940-46, associate professor of medicine, 1947-48, University of 
Cincinnati; professor and chairman, department of internal medicine, 1948, 
University of Iowa; physician in chief, 1948, University Hospitals, lowa ; Captain 
to Lieutenant Colonel, U.S. Army, 1942-46, commendation ribbon; Associations: 
American Clinical and Climatological Association, American Association of the 
History of Medicine, American Association Study of Liver Diseases, Association 
of American Physicians, Central Society for Clinical Research, American So- 
ciety of Tropical Medicine, American Heart Association, American Medical As- 
sociation, American Society for Clinical Investigation, Association of Military 
Surgeons of the U.S., American College of Physicians, American Association 
for Advancement of Science-fellow, vice president, and chairman of the medical 
section, 1958 World Medical Association, American College of Chest Physicians- 
fellow: specialist cirrhosis of liver nutrition and heart disease, University Hos- 


35621—60—pt. 18-7 
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pitals, Iowa City, Iowa, chairman, board of regents, National Library of Medi- 

cine, Bethesda, Md. 

Source: Directory of Medical Specialists, 1959. 

Bean, William Bennett. Vascular spiders and related lesions of the skin. 
Springfield, Il. Thomas [1958]. 372 p. 


Monographs in medicine. Series 1-. Baltimore, Williams and Wilkens Co., 
1952. 
Source: Library of Congress Catalog. 


Senator Kerauver. Dr. Bean, will you proceed, sir? 


STATEMENT OF DR. WILLIAM BEAN, SCHOOL OF MEDICINE, 
IOWA STATE UNIVERSITY, IOWA CITY, IOWA 


Dr. Bran. Mr. Chairman, distinguished Senators, ladies and 
gentlemen. 

I come to you as a teacher, an investigator, a practicing physician 
who has charge of patients and as a department head, and express 
my pleasure at having this opportunity to present from these several 
vantage points some of the problems which deal with the relations of 
the pharmaceutical industry, physicians, and the public in the form 
of individual patients. 

I have written papers on some of these topics which were entitled 
“Vitamania, Polypharmacy and Witchcraft,” “Recent Setbacks in 
Medicine,” “The Natural History of Error,” and “Joint Respon- 
sibility.” 

Among the problems we are concerned with in the cost of drugs 

Senator Kerauver. By the way, if you would furnish the committee 
with copies of these papers, we will examine them, see how long they 
are, and if they are not too long, we might put them in the record. 
They seem to bear upon questions that we are interested in. 

Dr. Brean. Yes, sir, I will send you copies. 

Among the problems we are concerned with are: One, the cost of 
drugs; two, the large number of new drugs or mixtures released every 
year; three, the problem of multiple names for individual com- 
pounds; four, the safety precautions including extensive and long- 
term testing in man; five, the problem of chronic toxicity and of idio- 
syncrasy—that is individually built to some peculiar reaction—and, 
six, advertising and educating the physician in the use of newly avail- 
able materials. This includes postgraduate courses and symposia, 
reviewing research, paying professional people to undertake inves- 
tigations and discuss the work, advertising directed not at the lay 
person but at the physicians through orthodox advertising in jour- 
nals, distribution of samples, the work of detail men, distribution of 
brochures, blotters, calendars, pictures, gifts and goodwill measures 
such as cocktail parties at medical meetings. 

Various classes of drugs—and I shall not touch upon them all, but 
they are in general: A, replacements for essential substances inade- 
quately produced by the body in diseases such as insulin for diabetes, 
hormones and under certain circumstances, vitamins; B, maintenance 
therapy in certain forms of disease such as digitalis and diuretics in 
congestive heart failure; C, tranquilizers; D, stimulants; E, vitamins; 
F, miscellaneous ; G, combinations. 

Physicians themselves have not always employed various forms of 
therapy with the wise conservatism and a judicious eye on the specific- 
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ity of remedy or procedure, and sometimes the more important the 
more exuberant was therapy. In 1685 when King Charles the II of 
England was ill his royal physicians prescribed for him the follow- 
ing treatment: A pint of blood was removed from his right arm, then 
eight ounces from the left shoulder, and then in succession he was 
given an emetic, two physics, an enema containing 15 substances. 
Then his head was shaved, a blister was raised on the scalp, a 
sneezing powder was given to purge the brain, then cowslip powder 
to strengthen it. Meanwhile more emetics, soothing drinks and still 
more bleeding. A plaster of pitch and pigeon dung was applied to 
the royal feet. Not to leave out anything, the following substances 
were taken internally: Melon seeds, mana, slippery elm, black cherry 
water, extract of lily-of-the-valley, peony, lavender, pearls dissolved 
in vinegar, gentian root, nutmeg and finally 40 drops of an extract of 
the human skull. As a last resort the bezoar stone was employed, but 
the royal patient died. 

Occasionally one wonders how far we have advanced from this mul- 
titudinous approach to treatment. We know that any medicine used 
by mistake may damage the body or act as a poison, but may be the 
proper therapy to restore well-being, to prevent disease or to cure 
what would otherwise be a fatal illness. If used when not necessary, 
it ultimately will get both the physician and the patient into the plight 
of the legendary lad who called, “wolf, wolf.” A merely serious 
or even trivial disease may be converted into a serious, dangerous or 
a fatal one. For the most part, these troubles come from a patient’s 
idiosyncrasy to a drug which thus too readily acts as a poison. Or 
powerful drugs with powerful side effects may be used for trivial or 
inconsequential indications and unwise recommendations. 

The large majority of pharmaceutical manufacturers are greatly 
concerned lest their good name be sullied by entrepreneurs who have 
entered the field without the traditional background. They are con- 
cerned that a sense of responsibility continue to permeate the drug 
industry. The relations of physicians and manufacturers of pharma- 
ceuticals need review from time to time that we may jointly consider 
material problems. My purpose is to consider some of the relation- 
— between physicians and the pharmaceutical industry. 

‘he methods by which society protects itself in a democratic state 
in a capitalistic system depend on knowledge, on foresight, on wisdom, 
and, not least, on a sense of responsibility. These all must be diffused 
widely throughout the length and breadth of society to provide the 
guiding force for people in all walks of life. In the past, when science 
moved slowly and new innovations in therapy were based on inspira- 
tional ideas rather than on experiment, the sick patient might fare well 
or badly, not so much from the disease he had as from the therapeutic 
view of his physician. There were few specifics. When pharma- 
cology advanced along the toilsome road of observation and experi- 
ment as chemistry grew up from alchemy and witchcraft, the specifics 
began to multiply. Now we have whole industries in search of ever 
more wonderful drugs. Modern medicine owes a tremendous debt to 
the pharmaceutical industry and could not exist without it. Never- 
theless, there are certain dangers which need attention and honest 
comment. 
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Before a drug is released for distribution and sale, it must satisfy 
certain requirements of purity. It must not exceed certain limits of 
acute toxicity. Little has been done to guarantee safeguards against 
cumulative ill effects, intolerance to prolonged therapy, risks of sen- 
sitivity, or particular kinds of cell damage, as to the hematopoietic 
system. 

"The research contributions of individual members of the pharma- 
ceutical industry have been enormous. Not only have they occurred 
as a result of grants-in-aid, but many drug manufacturing concerns 
have developed their owr extensive laboratories. A distinguished in- 
vestigator may be given completely free rein. Naturally, there is 
usually some pressure to work on problems of potential financial in- 
terest to the company. At the same time, much sound basic research 
is done and often with no ulterior motive. Where capable scientists 
are active, the quality of the work is excellent. Individual financial 
arrangements ure attractive. The investigator is relieved of the re- 
sponsibilities of teaching or practice. But even looked at in the best 
light, such research institutes are one-way streets. There is little re- 
turn in the academic arena. Such institutes are not self-reproducing, 
as the academic departments must be. They do not breed up their 
own replacements of scholarly investigators. The schools and univer- 
sities must provide their own replacement of teachers and investiga- 
tors, supply Government agencies as well asindustry. While the com- 
petition to get or to keep keen young men is great, we should remem- 
ber the fate of those who kill the goose that lays the golden egg. 

Physicians and apothecaries have a long and tangled story, high- 
lighted by effective collaboration as well as violent antagonisms. The 
situation today needs attention and joint activity from physicians 
and leaders of the pharmaceutical industry, lest, in the freewheeling 
competition of the marketplace, policies and practices be determined 
casually and without exercise of responsibility. While leaders of 
industry may be pleased if altruism is a byproduct, as businessmen in 
a competitive world they look upon drugs as a legitimate commodity, 
eligible for whatever exploitation and profit may be achieved within 
legal bounds. As with most complex situations, there are many aspects 
to this one. It will not be solved for the mutual advantage of all con- 
cerned unless it is faced directly. This must be done not only by 
Government agencies but by physicians and leaders of the pharma- 
ceutical industry, individually and collectively. I have no access to 
any secret documents with information not available to everyone, but 
these points need attention. For without study and forethought we 
may drift into a position of serious jeopardy at the very time when 
physicians and the pharmaceutical manufacturers are at the threshold 
of a time of even more effective and remarkable therapeutic agents. 

The sciences of chemistry and pharmacology have advanced to the 
stage where knowledge of molecular structure may give a preview 
of probable pharmacologic function of chemical compounds before 
they are made. While Rauwolfia is an exception, we no longer get 
many leads which are of any use from folk medicine. 

Once antibiotics were discovered there was a logical way to search 
for others. Steroid hormones are proliferating at a rapid rate along 
lines of more than educated guesswork. The mass production of virus 
vaccines is a latter-day wonder. Nirvana over the counter comes as 





ADMINISTERED PRICES 10335 


the general public or any patient, well or ill, can eat pills for peace 
of mind, bestir his becalmed spirit with analeptics, and seek some 
mythical high octane feeling with vitamins. Every man his own 
physician. Coached by what he hears or sees, he may demand of a 
physician the latest miracle cure announced in newspaper or over 
television before it has been described in scientific journals. 

Now another side of the picture is seen in the ultimate fate of many 
a drug acclaimed as the latest and best cure. Promotion brings en- 
thusiastic use. Then, too often, come gradual cg ore delayed 
or bizzare reactions, disillusion, rejection and oblivion, or final ac- 
ceptance suitable to the observed level of performance. No one has 
worked on the necrology of last year’s sure cures, whose costly colored 
advertising brochures gather dust. What, in short, is the 5-year sur- 
vival rate of new drugs? Where are the cures of yesteryear? A 
study of abandoned drugs may seem a little foolish when so many 
new ones are arriving daily. But each failure is costly and wasteful— 
in time, money, hope, and perhaps in health. 

What is the organizational structure in which physicians and a 
manufacturer of drugs, untrained in medical problems, may find 
themselves at odds? Tam not concerned with the many fine pharma- 
ceutical companies which exercise scrupulous caution in releasing new 
drugs. The problem is with companies whose sole concern is busi- 
ness. The stockholders’ appropriate interest is in income. The rich- 
est earnings occur when a new variety or variation of a drug is mar- 
keted before competing drugs can be discovered, improvised, named, 
und released. This bonanza time may last only a few months. Unless 
there are large earnings, the quick kill with the quick pill, the invest- 
ment does not pay off. Commercial secrets must be kept dark, lest a 
competitor get the jump. Under this system it is impracticable to do 
tests extending over a long period of months or years to establish the 
range of usefulness and potential dangers from toxicity. Such tests 
usually have to be done in hospitals and often in medical schools, 
where secrecy in science cannot be tolerated. Thus, after extensive 
laboratory tests on toxicity and pharmacologic properties, but some- 
times with a minimum of clinical trial, a drug may be marketed. 

Legislation in a system where lobbies may exert strong pressures is 
not likely to lead opinion but follow it, and then only if sufficiently 
aroused. Man, collectively has not shown notably progressive ideas 
in dealing with his own health and physical iui Thus, for a 
time at least, such monitoring of drug release as is done will be partly 
a matter of the conscience of the particular industrial concern. 

Here another conflict may arise. Many fine pharmaceutical manu- 
facturers got their start from the foresight and enterprise of a phar- 
macist or a physician who founded the company. There was a sense 
of obligation to the public as well as pride in the good name of the 
company. The public was not solicited to buy. But two changes have 
occurred. Some large chemical manufacturers have entered the drug 
field or bought out established businesses. The professional founders 
of other companies have become remote with the passage of time and 
industrial expansion. The scientific and medical people who make 
the test drugs might find themselves at odds with the marketing, ad- 
vertising, and sales divisions but without a strong voice in controlling 
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events. The businessman promotes the interest of the stockholder 
and aims to keep out of court. 

What are the ways of promoting the sales of drugs, new and old? 
Four major avenues are (1) visits by. detail men, (2) mailing of bro- 
chures and samples, (3) advertising in medical journals and “throw 
away” journals which have no subscription cost, and (4) the exhibits 
at medical meetings. None of these is bad in and of itself, but cer- 
tain abuses and corruptions may occur. Some of the dangers and 
damages are self-evident. 

Salesmen are interested in sales. If salvation can be gained, too, 
so much the better. Naturally, special products are praised—those 
of the saleman’s firm—often with a memorized monologue delivered 
with samples and the accompanying folders. The newer drugs get 
special treatment. The physician, if he is uncertain of what his fel- 
low physicians may be doing, does not want to be left at the post in 
any new therapeutic race either. So, with the reassurances he gets, 
the new therapy is launched. The results are variable but not all 
according to the spiel. 

A further form of beguilement is the employment of under- 
graduate medical students as apprentice detail men in the pay of 
some pharmaceutical concern to dispense samples and to instruct not 
only colleagues but also teachers in the latest therapeutic recommenda- 
tions of a ‘specific company. Those who would use such methods to 
bring their products to the attention of students, interns, residents, 
and physici ians in hospitals have few scruples in sales promotion, 

Advertising by mail must be effective, or it would not be so prev- 
alent. The sample for the physician’s personal use or for some handy 
patient. works on the principle that a pill in the hand will be put into 
somebody’s mouth, As a method of practice, it appeals to the lazy or 
hurried and harried physician. But it is the practice of expediency, 
not of mature thought. One never knows when the mail will bring a 
pillow and a pill for — of mind. Samples may provide an alarm- 
ing toy for children playing at doctor or for those who are still curious. 
The drug sample is a poor substitute for thought in the practice of 
medicine. 

With your permission, Mr. Chairman, I will insert at this point 
a verse, This is somewhat changed from one that appeared in the 
British Medical Journal called Lancet: 


The mailman homeward plods his weary way, 
His letter pouch divested of his load, 
Perhaps he ought to get a raise in pay 
With all those doctors on his daily road. 
Brochures and photographs ensnare the eye, 
Samples the children swallow up, he hoped ; 
Blotters well used could suck the ocean dry, 
Though most go:straight into the trash, unopened. 
Each month new scenery assails the eye, 
A newer hormone from a higher Alp 
Claims magic cures for those about to die, 
As Pocahontas once saved John Smith’s scalp. 
Full many an ad is born to blush unread, 
Providing tinder for some bonfire’s glow, 
Full many an alpine scene resides instead, 
Where dark unfathomed oceans melt its snow. 
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Another field where doctors in the pharmaceutical industry have not 
always followed a conservative policy is the administration of vita- 
mins, which are very confusing to the average citizen and to the 
average physician. Many more compounds which act as vitamins in 
experimental animals have been discovered than diseases caused by a 
specific vitamin deficiency. This has led to the incorporation of these 
substances in the ubiquitous vitamin tablet. The next step was easy ; 
if some was valuable, more would be still more valuable. So we 
have witnessed the deplorable state of therapeutic chaos and the be- 
wilderment of the public led into the belief that many of its ills or 
ails will be improved, its troubles abated if not eliminated, health 
supercharged and a prodigy of vigor and other miraculous things 
happen if only the person eats extra vitamins; and then when some- 
body desperately needs vitamins when they are really needed, they may 
be overlooked completely. 

The discoveries of nutrition represent a remarkable feature of con- 
temporary medicine. Since the mammalian organism generally ex- 
cretes water soluble vitamins which are not required it has been 
assumed that no one would be harmed by ingesting an overdose of 
B complex vitamins, but this point has never been demonstrated by 
clinical experiment. There is some suggestion that a very high intake 
of one member of the vitamin B complex may at least disclose and 
accelerate the clinical symptoms of a latent deficiency of another 
element of the B complex vitamin group. 

The combination of antibiotics with vitamins and various other 
curious therapeutics intermarriages, reveal a striking example of the 
dangers of polypharmacy, though some combinations may be accept- 
able. Some advances in treatment would not have been possible with 
out the ability to vary drugs independently, using only what was 
needed and in the quantity needed. When two or more drugs are 
fixed in relationship to each other the assumption is made that their 
need in therapy will always bear this same relationship. This is not 
borne out by medical experience. 

The burden of responsibility of leaders in American medicine today 
goes far beyond that of a previous day when so little specific therapy 
was available. Medical education to be sure cannot anticipate dis- 
coveries in the future, but each graduate should be trained so that he 
is able to learn of important new progress as it occurs. The time has 
not yet come when a patient can go to a diagnostic factory where the 
quantity of various difficulties is measured out mechanically on ticker 
tape which is then run through a therapeutic machine which puts just 
enough of the proper ingredients in their necessary eee) to 
make pellets with a mixmaster that turns out the packet to be grabbed 
by the hopeful patient. 

Some of the dangers that we run into are those in which the physi- 
cian is not a party at all, but the patient goes directly to the drug 
store and buys what he thinks he needs. Beguiled by what he has 
heard and seen on television he may swallow medicine patiently await- 
ing a high octane feeling which never comes to quiet his a 
motors of body, mind, and spirit. Assailed on all sides we sooth wit 
sedatives and cancel out the effects with a stimulant and then need 
more pills to fight off the side effects of our remedies, and then perhaps 
still more to remedy the remedies of remedies, In our do-it-yourself 
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culture our self-confidence may create or aggravate diseases by apply- 
ing self-diagnosis and self-treatment unmindful of the unhappily 
prevalent sequel, self-sacrifice. 

Philosophers have scarcely examined the question of the teaching 
value of medical meetings. These range in scope from small county or 
town medical societies to such great conventions as the meeting of 
the American Medical Association or international congresses at- 
tended by thousands. Great medical organizations from the size of a 
State medical society and larger have many expenses in holding a 
special meeting. They must pay for administrators, secretaries, mail- 
ings, programs, stenographic aid, rooms for the press, and a place for 
the meeting, including rooms for commercial and scientific exhibits. 
At the large meetings, there are reunions, dinners, banquets, organized 
activity for the wives, and less and less emphasis on strictly scientific 
portions of the program. In fact, to get to the lecture hall, it may be 
necessary to run a gantlet through a maze of commercial exhibits. 
Special intermissions are scheduled in the scientific program for visit- 
ing the exhibits. Each exhibitor is expected to bring back evidence 
of attention in the form of the names of physicians who have reg- 
istered at his booth. Society officers and those conducting meetings 
urge everyone to register at each exhibit and remind the audience that 
the society is beholden to the exhibitors for money to hold the meeting. 
The emphasis on strictly professional and scientific activities dwindles 
in comparison with the commercial aspects. Thus the medical meet- 
ing is expanding its functions and risks becoming a partially tax- 
deductible holiday for the wife and family, an opportunity for a 
collection of bushels of samples and reams of brochures, as well as 
for all the entertainment and sightseeking trips. 

Censorship has arisen in some medical societies which avoid sched- 
uling papers by speakers who might be critical of the exhibitor’s prod- 
ucts. Some editors have refused to publish articles criticizing par- 
ticular drugs and methods of therapy, lest advertising suffer. ‘The 
employment of a veto power by societies which find themselves so de- 
pendent upon support of this kind indicates a serious decline in medi- 
cal responsibility, where the business management of a journal has 
usurped the physician’s role as censor. 

At certain meetings, various pharmaceutical houses maintain con- 
venient rooms for the relaxation of their friends and clients. Cock- 
tail parties are the order of the day. Lavish dinners may be held. 
These seem to be free. Instead, they are supported by increasing 
the cost which our patients pay for drugs. 

There have been a few tragedies and other near misses. Once sul- 
fonamides were dispensed in a variety of antifreeze because it was a 
good solvent. Many persons were killed. But the pharmaceutical 
industry now is doing a splendid job of keeping up standards of purity. 
It is in the widespread use of new compounds which may have serious 
risk of cumulative toxicity, special sensitizing proclivities, or other 
effects where the problem is serious. Seapauniiie persons in medi- 
cine, government, and industry must face these issues together, hon- 
estly and courageously, lest there be truth in the statement that the 
public is now screening new compounds so that pharmacologists in 
their laboratories know their toxicity before they study them in guinea 
pigs. 
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In “Ecclesiasticus,” a book which was relegated to the Apocrypha 
rather than put in the Bible as a result of a curious ancient ecclesias- 
tical popularity contest, we find these words: 

For a man’s soul is sometimes wont to tell him more than the seven watchmen 
that sit above in a high tower. 

Is our collective conscience too dependent on others at a time when the 
very word controversial has become anathema? Physicians and re- 
sponsible members of the pharmaceutical industry have an obligation 
to examine controversial matters in order that, collaborating effec- 
tively, apothecaries and physicians change their ancient traditions of 
antagonism. Only thus will the best interest of society be served. 

Senator Keravuver. Dr. Bean, we are grateful to you for a fine and 
useful statement, in which upon further analysis we will find even 
more helpful suggestions. 

May I ask you and the members of the subcommittee about this 
situation: Our next witness, Dr. Popper, has a very important lecture 
that he has to deliver in Chicago tonight. He has a reservation on 
the 3:30 plane which he cannot change if he is to get there on time. 
Would it be all right with you, Dr. Bean, if we hear Dr. Popper now ? 

Dr. Bean. Yes, sir; that is fine. 

Senator Kerauver. Then if you can come back at 2:15 and if Dr. 
Popper can come back at 2:15, we will try to be through with both 
of you before 3:30, in time for him to catch his plane. 

Dr. Bean. All right, sir. I may have to leave a little before 3:30, 
but I think I will be here and perhaps I could leave by 3. 

Senator Carroti. Mr. Chairman, the Governor of Colorado and 
other officials of my State are in Washington, and I have an appoint- 
ment today to meet with Senator Anderson of New Mexico on a matter 
that is very important to my State. I will not be able to be here. 
I will have to leave very quickly and I wonder if I might just for a 
minute or so put two or three questions. 

Senator Kerauver. Suppose we just go on now with the questions 
to Dr, Bean, and then we will recess until 2 o’clock in an endeavor to 
finish with Dr. Popper at that time. 

Senator Carroll, for just a moment will you take the chair? 

Senator Carrot. Doctor, I also desire to join in thanking you for 
a very fine statement. I observe on page 3 of. your statement that: 

Modern medicine owes a tremendous debt to the pharmaceutical industry and 
could not exist without it. Nevertheless there are certain dangers which need 
attention and honest comment. 

I share the viewpoint that modern medicine owes this debt to the 
pharmaceutical industry, and this is what I tried to convey a little 
while ago in my discussion. 

(At this point, Senator Kefauver left the hearing room.) 

Senator Carrotx. In your statement you have attempted to point 
out what these dangers are, as I understand it, and I also observe in 
your statement, you say on page 2: 


My purpose is to consider some of the relationships between the physician and 
the pharmaceutical industry. 


Then on page 11: 


Physicians and responsible members of the pharmaceutical industry— 
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IT am quoting from your statement— 


have an obligation to examine controversial matters in order that collaborating 
effectively they may change their ancient traditions or antagonisms. Only thus 
will the best interests of society be served. 

What do you mean by those statements? Is there an implied 
criticism of the relationship between the pharmaceutical industry, in 
simple words, and the doctors with whom they deal? 

Dr. Bean. The problem as I see it is that the chemistry of medicine 
is advancing so terribly rapidly that we have available now extremely 
powerful, potent, and effective drugs. These if misused or sometimes 
when sat properly have an inherent danger. In other words, the 
dividing line between the successful therapy with a powerful drug 
and the complication or the side effect, may be very narrow, and 
certainly is not fully predictable ahead of time. 

In other words, we can’t say that some amount, thus and so, is the 
dose of a medicine because each individual is different; and his re- 
action to drugs is different; and the disease for which he is treated 
is different. That is to say no two people are alike in any of those 
se ae 

Senator Carroti. That is what you mean when you say that the 
drug must not exceed certain limits of acute toxicity ? 

Dr. Bean. That has to do with the acute effect. I think by and 
large that is fairly well taken care of. It is the unexpected sensitivity 
effect or the cumulative effect of long-term use for instance, with some 
drugs used in the past to treat hypertension a disorder appeared that 
was somewhat analogous to rheumatoid arthritis, somewhat analagous 
to disseminated lupus erythematosis. Those are two diseases you see 
which were induced by a drug used to treat another disease. Now this 
could not be predicted because animals by and large did not react that 
way. Thus we could only get that information by trying it on peo- 
_ treating the disease, hypertension, which it effectively took care 
of. 

Now these are accepted and acceptable risks. But when such things 
happen we have to now know at what point any particular line of 
drug therapy should be discontinued, because the dangers may out- 
weigh the advantages. I don’t believe any pharmaceutical manu- 
facturer could have told ahead of time that such a thing was going 
to happen because people react differently from experimental animals. 
If you tested something faithfully in animals and you have not found 
any harmful effect, then you can go ahead feeling that it is unlikely 
to affect man deleteriously, but that it may do so. Now we have 
such a tremendous number of very powerful drugs whose therapeutic 
virtue runs almost in parallel with their danger. In other words, you 
are using chemicals which alter basic functions of the human organ- 
ism. 

And therefore perhaps the margin of safety is smaller. In any 
event when you are using very powerful drugs you have to control 
treatment as well as you can. 

Senator Carrott. What is your suggestion as to how that should 
be handled ? 

Dr. Brean. I am not sure how it should be handled, but it seems to 
me it is conceivable that a committee of people from the pharmaceu- 
tical industry and physicians might set up some forum for simply 
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reviewing practices and from time to time dealing with problems of 
this kind as they come up. 

Senator Carrotzt. Do you think that ought to be done by the in- 
dustry and by the medical profession itself, rather than any super- 
vision by the Government ? 

Dr. Bean. I should hope that it could be done by the industry and 
physicians independent of the Government, but at a certain stage it 
might be necessary for regulations to be set up under which such 
a group might operate. 

I know nothing of the details under which such a free lance ap- 
proach might work, but there are many other situations. For in- 
stance, the production, manufacturing; and employment of the Salk 
vaccine is an example of free enterprise, getting together with physi- 
cians, a serious problem, perhaps not as serious as most people though ; 
approached it scientifically and came up with a very useful method 
which has certainly had a profound effect upon public health. 

Senator Carroti. Would you say that in the pharmaceutical in- 
dustry today the old established firms, the firms that have a record 
of character and integrity and long public service, are aware of this 
problem? Are they attempting to meet it? 

Dr. Bran. I feel sure that they are, and I can only speak from the 
medical people and the scientists whom I know who may have been 
colleagues formerly and who now work as medical directors or in sci- 
entific laboratories in pharmaceutical concerns. I know that they are 
quite concerned about. it. What I am sometimes a little bit worried 
about is to what extent their professional concern will determine in- 
dustrial policies and practices. 

Senator Carrotu. As to the medical profession itself, does it also 
have a committee functioning. in this field? Does it recognize the 
need for this continuing examination ? 

Dr. Brean. There is a committee of the American Medical Associa- 
tion, I don’t remember the title, but on pharmacy and therapeutics, 
which for a long time had its own testing agency. That is to say, it 
regularly reviewed the claims and the data upon which drug compa- 
nies proposed to launch or introduce any remedies. This was discon- 
tinued several years ago as an across-the-board review procedure, I 
suppose because it got to be out of the question to test so many new 
drugs and so many new things each year. 

But the amount of work that goes into testing any compound is 
almost incredible, and the amount of work that goes into the estab- 
lishment of one simple scientific truth is enormous. People expect 
that everything will come out in black and white. Sometimes these 
are matters of judgment. That is to say, there is a certain amount of 
subjective evaluation. 

Somebody is an enthusiastic observer and his results may be a little 
bit better. This is not to say that he is dishonest. He may be by his 
enthusiasm able to make his patients feel better without regard, say, 
to the specific pharmacologic effect of what he is giving. This is, I 
think, well recognized by most investigators. They try to back away 
as far as they can. They have got what they call the double blindfold 
method of testing, so that a blank pill and an action pill are given 
under certain circumstances when neither the physician nor the pa- 
tient knows when he is getting an active substance or something that 
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is not active. Then after the results are in, the doctor finds out 
which way the patient reacted. Did this drug in fact produce the 
effect or was the effect nearly as good with inert material ? 

Senator Carrotu. I want to say to my colleagues that I did not 
really intend to pursue for more than a minute, but as long as we are 
going to stay here, I will certainly give full opportunity for question- 
ing, as far as I am concerned. Let me put this one question: Are you 
saying that as a result of this drive in the commercial field, this con- 
tact with the doctor, the commercial aspect is overriding the public 
interest on the question of how these drugs are handled ? 

Dr. Bean. I think that is a real danger. To what extent that is 
actually true would be very difficult to document. 

I think in the first place there can be no doubt but that there is some 
educational value in the activities of pharmaceutical concerns, and to 
some extent it has become a very effective postgraduate training 
method. What I object to is that each person naturally says his brand 
is good, even if it is of the same thing. I have no objection to com- 
petition as such, but when claims are made in comparison with differ- 
ent brands of the same chemical, it becomes something that may get 
out of hand. 

Senator Carroti. Suppose I direct the next question specifically to 
page 5. Yousay: 


What is the organizational structure in which physicians and a manufacturer 
of drugs, untrained in medical problems— 


[ assume that reference is to the manufacturers of drugs— 
may find themselves at odds? 


Then you say: 


I am not concerned with the many fine pharmaceutical companies which 
exercise scrupulous caution in releasing new drugs. The problem is with com- 
panies whose sole concern is business. The stockholders’ interest is in income. 
The richest earnings occur when a new variety or variation of a drug is 
marketed before competing drugs can %e discovered, improvised, named, and 


released. 

Do you have any specific information that you could give us about 
that? We are not trying to label a particular company, but what we 
want to know is whether it is recognized in the industry or in the 
medical profession that this is going on ? 

Dr. Bean. I suppose it is. I think it is quite generally recognized 
among medical teachers and investigators, and I am sure this is true 
among practicing physicians too, After a while there is the annoy- 
ance with the mass of material that comes through the mail and the 
insistent discourse and lecture that you may be given by an aggressive 
detailman who is telling you, in essence, how to treat the sick and 
what you should be doing. It may become not only a sore nuisance but 
intolerable. 

This varies, of course, with the aggressiveness of the individual 
concerned and it varies among different companies. Many of them 
simply say, “Our particular business is now interested in this new 
material which has been tested thus and so, and if you would like to 
try it we can get you some.” Or they may say, “We need further 
study and we would like you to join with us in testing this material.” 
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And we have done that for various pharmaceutical concerns. In 
practice, you see, perhaps the further away a person is from both his 
medical school experience and perhaps from medical centers, either by 
neglect or otherwise, the more he may become dependent upon the in- 
formation he gets from various advertising media which naturally are 
interested in promoting the particular product that they are pro- 
moting. 

Senator Carroiy. Let’s put it this way: Sales organizations are 
contacting the doctor and selling to the doctor. Is it your point that 
salesmen may be selling the doctor to take a drug which may not have 
been properly tested at the time and that may be injurious to the 

yublic? 

Dr. Bean. It may be if it turns out to have some of these unpre- 
dictable effects that develop only after it has been used widely and 
has turned out to produce results which probably represent individual 
sensitivities. Now that does not mean that it 1s poisonous in that if 
everybody took it. it would produce this effect. But there are indi- 
vidual peculiarities that we all have, not only in the way we look 
but. in the way we act and what we do. 

Senator Carrouu. Is there some scientific factual data that this has 
happened ? 

Dr. Bran. Yes. Dr, Popper, I think, this afternoon will present 
you with specific details of several different compounds, naming them, 
showing effects that are produced on the human liver, and serious 
disease, and in some cases fata] disease, and I think it would probably 
be simpler to let him present at least an example of that sort of effect. 

Senator Carroti. Senator Dirksen? 

Senator Dirksen. I have no questions. 

Senator Carro.i. Senator Hruska? 

Senator Hruska. Dr. Bean, on this subject of detail men, I notice 
that after you have discussed it in your statement, the concluding 
sentence in your statement is this: 


Those who would use such methods to bring their products to the attention 
of students, interns, residents, and physicians in hospitals have few scruples in 


sales promotion. 

A little bit ago you referred to— 

Dr. Bran. May I interrupt you there? What I said was “where 
they get undergraduate students to do that.” 

enator Hruska. Then that statement is limited only to under- 
graduate students. 

Dr. Bean. Undergraduate students; that is it. 

Senator Hruska. Now, on the score of these detail men generally, a 
little bit ago you referred to annoyance and the insistent voice of the 
detail man which after a while becomes a nuisance and very intoler- 
able. Can it be taken that in general you are not very much in favor 
of these detail men and see them as a threat and a menace rather than 
as a help to the profession, to the industry, and to the public? 

aie, Bran. They don’t teach me anything. I think I know more 
about—— 

Senator Hruska. How wide is that opinion which you have just 
rae held among the brethern of your profession ? 

r. Bean. I would say it is quite variable. 

Senator Hruska. Would you have any idea ? 
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Dr. Bran. I have no way of answering this very “iffy” question. 
I simply don’t know. I know that some share this view and some 
don’t. 

Senator Hruska. It is no “iffy” question; it is a request for an 
estimate as to what the reception is among the rank and file of the 
practicing physicians as to detail men. 

Dr. Bran. I could only guess that it might be about 50-50, that 
some welcome it and some frown upon it as I do. 

I have no way really of knowing, because I don’t have my pulse 
on the entire medical profession. 

Senator Hruska. We had a witness testifying here who said among 
other things: 

This survey after survey has shown that the detailman is the physician’s 
first and most important source for new product data. In a poll of the Nation’s 
doctors sponsored by the American Medical Association in 1958, 68 percent of 
the physicians interviewed stated that the detailman was the first source of 
information. Answering another question, 87 percent rated them as “competent” 
to “very competent” in their jobs. Many doctors also mentioned the detailman’s 
proficiency as the touchstone of steadily increasing cooperation between the 
medical profession and the prescription drug industry. 

Would this ring a bell in your head ? 

Dr. Bean. Your statement was that in the first place some 60-odd 
percent—— 

Senator Hruska. Sixty-eight percent. 

Dr. Bean. Sixty-eight percent recognized them as the best source of 
information ? 

Senator Hruska. The first source. 


Dr. Brean. The first source of information about new drugs. I 
would agree with that, that that is probably where the first informa- 
tion comes from, But that tells you nothing about whether the new 
drug is good or worth trying. 

Senator Hruska. But the second sentence I read was this: 


EKighty-seven percent rated them as “ddmpetent” to “very competent” in their 
jobs and they mentioned the detailman’s proficiency as the touchstone of steadily 
increasing cooperation between the medical profession and the prescription drug 
industry. 

Do you think that is off base? 

Dr. Bran. That simply does not reflect my own view of the mat- 
ter. I would not say it is off base. That may reflect the view of a 
considerable majority of practicing doctors. 

Senator Hruska. Doctor, I was very interested in your description 
of the treatment of Charles IT, was it, of England ? 

Dr. Bean. Yes. 

Senator Hruska. When they had all kinds of string and wired 
things. Charles IT, I reckon, died some 200 or 300 years ago, didn’t 
he? 

Dr. Bean. Yes; 1685. 

Senator Hruska. Almost 300 years ago, and yet not too long ago 
we read of a treatment also of a very important personage medically, 
not more than 7 years ago, in which medical men—this is taken from 
a news account— 
medical measures taken during March 4 consisted of introducing oxygen, the 


introduction of camphor compounds, and glucose. For the second time leeches 
were used to draw blood. 
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And they go on in other ways to describe some of these things which 
happened only 7 years ago in Russia when Stalin was in his dying 
moments, you probably recall that. 

Dr. BEAN. He died too, didn’t he? 

Senator Hruska. And he died too. So that this particular news 
incident, it says on March 4: 


The patient is in a state of deep unconsciousness. 


Dr. Bean. It taught him a lesson. 

Senator Hruska. I suppose most would be after that treatment. 
I don’t know but what it is a little of interest to most of us that. that 
happened in a country where there are no detailmen and there is no 
drug industry. There aren’t any brand names except one, the Red 
hammer-sickle which is printed on each pillbox or on each leech, I 
suppose. There are not patents, there is no patent system, but they 
do have that, and in this it is in a country also that has never had a 
great drug invention or discovery or perfection, even in a modified 
form, since the revolution back in 1917. 

Dr. Bran. Furthermore, the medical schools there are extremel 
primitive and they look on the medical profession, I think, very aie 
the same way that we look upon primary school education. Most of 
the doctors in Russia are women. They are paid maybe a 10th of 
what an engineer or a teacher is paid, and I would say, that, too, as 
well as the lack of a free enterprise pharmaceutical industry, has some 
influence on the level of medical care in Russia. 

I hope you didn’t get the implication that I think there should be 
any suppression, that we need anything other than an open, competi- 
tive freewheeling industry. But I think that practices need be re- 
viewed and observed, and if there are difficulties we need to face them, 
and if there are other things that need to be done to protect not only 
the people but the good name of the proper pharmaceutical industry, 
that needs to be done. 

I _ not recommending that we move to the Russian philosophy 
at all 

Senator Hruska. I am sure you are not. 

Dr. Bran. I simply think we need methods of protection and in- 
vestigation and review. 

Senator Hruska. I am sure you’re not advocating that. But it just 
occurred to me we can’t. We didn’t have to go back 300 years for an 
illustration, in a country that is supposed to be a member of the family 
of nations, not a very respected member but it isa member. And they 
are still resorting to that type of treatment, and they also show a back- 
wardness in many other things which we consider apparently in the 
judgment of some as being a curse and a drag on our development 
medically and in our health picture. So I just thought I would throw 
that in for whatever it is worth. 

Mr. Chairman, that is all the questions I have at this time. 

Senator Carrotu. Doctor, in this discussion of visits by detailmen, 
whatever their competency might be, I thought that was precisely the 
point you were trying to make. You were not critical of detailmen. 
As I read on page 6, you ask: 
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What are the ways of promoting the sales of drugs, new and old? 
and you answer: 


Four major avenues are: (1) visits of detailmen, (2) mailing of brochures and 
samples, (3) advertising in medical journals and “throw away” journals * * * 
and (4) the exhibits at medical meetings. None of these is bad in and of itself, 
but certain abuses and corruptions may occur. Some of the dangers and dam- 
ages are self-evident. 

You are not attacking the medical profession. You are not attack- 
ing the system, as I understand it. hat you are seeking is improve- 
ment and you say that there ought to be a little more efficient way to 
handle these damages or injuries that may come from the pushing 
of a drug for a commercial purpose of and by itself. Do 1 under- 
stand you correctly ? 

Dr. Bean. Yes, sir. 

Senator Carrot. I quote this further sentence : 


Salesmen are interested in sales. 


This is at the bottom of page 6. I think you have outlined this, 
at least to me, very clearly. 

On behalf of Senator Kefauver, the chairman, we thank you very 
much for being here. Do you intend to be here this afternoon for 
a while, sir? 

Dr. Bran. I will be here if I can. At what time is this supposed 
to reconvene ? 

Senator Carroity. Without objection we will stand in recess until 
2 o'clock. 

I may not be able to be here this afternoon. 

Dr. Brean. I will be here for a while. 

(Whereupon, at 12:35 p.m. the hearing was recessed until 2 p.m. 
of the same day.) ; 
AFTERNOON SESSION 


Present : Senators Kefauver and Hruska. 
Senator Keravver. Dr. Bean, will you come around for just a very 
few questions, please ? 
Dr. Bean. Yes, sir. 


Senator Keravuver. On page 3 of your statement there is the state- 
ment : 

But regulations governing the purported efficacy of drugs are less stringent. 

Just what do you mean by that? 

Dr. Bean. As I went on to say in the body of the paper, Senator, 
the effects that one sometimes gets from a drug cannot be predicted 
by any tests which are done ahead of time, and there is no require- 
ment so far as I am aware that a drug has to be tested out for years 
before it is released. It is matters of acute toxicity that also can be 
detected by ordinary clinical trials. Where the difficulty arises is 
when a delayed reaction, a cumulative reaction, or a sensitivity re- 
action occurs that could not have been predicted. 

Senator Kerauver. As a matter of fact, that is one of the matters 
that has to some extent come up before, and it will undoubtedly again, 
because it goes into the matter of safety or vee But the Food 
and Drug Administration does not go into the efficacy of a drug, 
according to the law that governs its operations, is that not true? 
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Dr. Bran. I believe so. 

Senator Kerauver. Would you say then that the public would be 
safeguarded if, in addition to safety or toxicity, the FDA was di- 
rected to go into the efficacy of drugs? 

Dr, Bran. That would seem to me to be reasonable. Any claims 
should be justifiable by evidence and proof of effectiveness. 

Senator Keravuver. Along that line, in your statement at various 
places you have spoken about the matter of exaggeration or state- 
ments based upon incomplete advertisements to doctors or upon in- 
complete testing, or in the case of some drugs, not ethical drugs, ad- 
vertisements in the papers generally, would you recommend some 
check upon the merit of what they are saying about a drug before 
it is extensively advertised to physicians and the general public. 

Dr. Bran. It seems to me that that would be a wise safeguard be- 
cause if an unscrupulous operator turned loose a drug that was effec- 
tive but he claimed it to be many more times effective than it was, 
that might be as much damage as if an inert material had claims of 
modest effectiveness. It would seem to me that part of the two sides 
of responsibility are, one, that the drug does not do any damage and 
two, that it does effectively what it is claimed to do. 

Senator Kreravuver. On a new drug of this kind, even before it has 
been discussed in medical journals, where does the physician get most 
of his information about it? 

Dr. Bran. I suppose it comes from the campaign, the sales cam- 
paign that may be put on. Ordinarily there is some information in 
scientific journals, but there is not likely to be widespread informa- 
tion which is based on clinical] trials in clinical journals. Information 
is available which the people promoting the drug have obtained, and 
ordinarily it has been tried clinically before it is released. 

This information may not have been published in scientific journals. 
It may reach the practitioner directly through one of the four general 
ways in which information gets to the practicing doctor, through 
various forms of advertising. 

Senator Kerauver. You listed those four ways, I believe, in your 
statement. 

Dr. Bean. Yes, they are in the body of the paper. 

Senator Keravver. On page 5(a) of your statement you say: 

Thus, after extensive laboratory tests on toxicity and pharmacological proper- 
ties, but sometimes with a minimum of clinical trial, a drug may be marketed. 

Do you mean by that that if there is a rush to try to get a new drug 
on the market first, or just what is the purport of that statement ? 

Dr. Bran. In part it is covered by my comments that had to do 
with the fact that maybe one needs long-term studies to get evidence 
on long-term effects and obviously if one has only done short-term 
clinical studies one has no evidence on which to predict whether or 
not there will either be cumulative or sensitivity effects. They can- 
not be anticipated except on a wider trial over a longer period of time. 

Senator Keravuver. Does it follow from that statement—is this true 
or not—that when a new drug comes on the market, sometimes with 
a& minimum of clinical trial, as you have stated here, sometimes the 
beneficial effect of the drug may be overstated and the side effects may 
be understated, I am not referring to any particular company or to 
any particular drug. 
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Dr. Bran. Yes, I think that certainly is a possibility. One can’t 
extrapolate into the future or predict what is going to happen in the 
future from a lapse of time that has only been, say, a few months. 
One can’t say what will happen over periods of years. 

Senator Krerauver. How can you stop that? First, would you 
agree that that is not in the best interest of the doctor or his patients ? 

Dr. Bean. I would, and in answer to a question earlier today, I 
suggested that this might be dealt with by some kind of organiza- 
tion of people from various pharmaceutical concerns and physicians 
not necessarily representing official bodies of either group, but none- 
theless expressing effectually the voice of the two elements where vol- 
untary control under a set of rules, regulations, and bylaws be es- 
tablished and monitored or supervised by both elements, that is the 
physician and the drug manufacturing group for the benefit of the 
patient. 

Senator Kerauver. But anyway, somewhere along the line that 
should be done, either voluntarily or otherwise. 

Dr. Brean. In some way it certainly needs to be done for the pro- 
tection of the patient. 

Senator Keravuver. I understand from your statement also, Dr. 
Bean, you feel that in some of the manufacturing companies the in- 
fluence of the professional founders has diminished and the influence 
of the advertising and business offices of the company has increased 
greatly. Has that been your experience ? 

Dr. Bean. That is my opinion. 

Senator Keravuver. On page 6 you say that 
Medical people * * * might find themselves at odds with the marketing, ad- 
vertising, and sales divisions, but without a strong voice in controlling events. 

That has been your experience also? 

Dr. Bran. Yes; I am aware of examples of that. 

I believe people have appeared before this committee relating some 
such information. 

Senator Krravuver. Do you feel that the medical directors of these 
drug companies should have the last word on when clinical testing 
has been sufficient, whether the advertising is proper and factual, 
rather than to have the desire for sales and advertising dictate these 
matters? 

Dr. Bran. I think that a professional opinion on both toxicity and 
efficacy of drugs should be in the hands of scientifically trained medi- 
cal people, and that if they believe that a drug is dangerous or in- 
active they should at least have veto power in preventing its being 
launched or promoted. 

Senator Keravuver. Do you find at present that that veto power is 
lacking in the case of some of the pharmaceutical manufacturing 
companies? 

Dr. Bran. I can’t give you any broad-based opinions. It is my 
opinion that that may exist, and I feel sure that it does, but I can’t 
provide you with evidence upon which this—or give you an estimate 
of the extent of it. 

Senator Keravver. Is your opinion based on the ads and your gen- 
eral information about them ? 
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Dr. Bean. It is based on certain individual people that I have talked 
to who are or have been working in the scientific laboratories of phar- 
maceutical concerns, or in the medical and professional side of their 
activity. 

Senator Kerauver. Very well, Dr. Bean, that is all the questions 
I ae at present. Senator Hruska, do you have any further ques- 
tions ¢ 

Senator Hruska. Dr. Bean, who is the dean of the University of 
Iowa Medical School ? 

Dr. Bean. Norman Nelson. 

Senator Hruska. And how many are there on the faculty there? 

Dr. Bean. On the medical faculty ? 

Ican’t tell you. There are about 22 departments and I suspect there 
are maybe 150 full-time people on the staff. 

‘ er Hruska. What are your teaching subjects or your teaching 
eld ? 

Dr. Bran. I am professor and head of the department of internal 
medicine, and that covers a broad gamut of general disease that is not 
surgically oriented and not in the field of pediatrics and not in the field 
of psychiatry. 

enator Hruska. Now there were a number of organizations and 
associations that were attributed to you by way of membership. Do 
you represent any of them in the hearings and the testimony you are 
giving here today ? 

Dr. Bean. I represent simply an individual giving you opinions. 
I have been concerned that there seems to be a widespread belief that 
there is for every society, medical organization, or whatnot, an effec- 
tive representative voice, someone who can speak for the organization. 

As you know, doctors tend to be individualists, and for every state- 
ment you would get you would get minority reports which were ex- 
pressed at least as intensively as some minority views this morning. 

So I doubt, though someone may represent a majority, that you will 
get any single person who can and should attempt to represent or give 
the official opinion for an organization in medicine. That is my own 
view. 

Senator Hruska. I am sure that there are many individualists 
among doctors, just as there are among lawyers and others, and yet 
it would appear that if a man serves on a committee of an association, 
for example, and his processing and receives answers and many in- 

uiries and many comments from members of that organization, that 
through that committee work or through the clinics and through the 
shall we say the forums and the panels that he might engage in, maybe 
he gets a better feel of those things and a wider one than one not 
engaged in that particular type of activity. Would you say that 
that is true? 

Dr. Bran. I think he might very well against the sense or the pulse 
of opinion. 

Senator Hruska. Doctor, what is the reason for your appearance 
here? Were you subpenaed or were you invited ? 

Dr. Bean. No; I was asked to come. 

Senator Hruska. You were asked to come. And who asked you? 

Dr. Bran. Dr. Blair. 

Senator Hruska. Had you known him before? 
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Dr. Bean. I had had some communication with him in the past, 
but I had not met him before. 

Senator Hruska. How long ago in the past ? 

Dr. Bean. I am not sure; not very long ago, I am sure. 

Senator Hruska. Would it be years or months? 

Dr. Brean. Perhaps months. 

Senator Hruska. Do you know how he got your name? 

Dr. Bran. I haven’t any idea. I think my medical colleagues realize 
I have been outspoken on what are called with that dirty word “con- 
troversial” points in medicine; maybe he heard about me that way. 

Senator Kerauver. Let the record show that I invited Dr, Bean to 
testify. 

De Buiatr. Let the record also show, Mr. Chairman, that I read 
some of Dr. Bean’s very excellent articles. 

Senator Hruska. I think that is all, Mr. Chairman. 

Senator Kerauver. Thank you very much, Dr. Bean. We appre- 
ciate your appearance here and your contribution to our study. We 
think you have made a valuable one. 


Dr. Bean. Thank you, and with your permission I will withdraw. 

Sendtor Kerauver. Yes, sir. 

Dr. Hans Popper is our next distinguished witness. Dr. Popper, a 
biographical sketch of your excellent background, together with your 
writings, has been prepared by the Library of Congress. It will be 
placed in the record at this point. 

(The memorandum referred to follows:) 


HANS POPPER 


Born 1903 Vienna, Austria; certified pathologist 1943; M.D. Vienna 1928; 
Ph. D. Illinois 1944; Hilfsarzt and Clinical Assistant Department Pathologists 
(U. Vienna) 1928-1933; 1st Department Int. Medicine (U. Vienna) 1933-1938; 
Research Fellow (Cook Co. Grad. School of Medicine) 1938-1942; Director 
Clinical Laboratory, 1942-1943; Director Laboratory 1944-1946; Director De- 
partment Pathologists 1946-1957 (all at Cook Co. Hosp., Chicago) ; Science De- 
rector (Hektone Institute Medical Research Cook Co. Hosp.) 1943-1957; Di- 
rector Department Pathologists (Mount Sinai Hospital, N.Y. City) 1957—; 
Instructor Department Pathologists 1940-1947 (Ill.) ; Asst. Professor 1947-1949 ; 
Associate Professor 1949-1956 ; Professor 1956; Department Pathologist (North- 
west) ; Professor Department of Pathologists (Colum P and S) 1957—; Cap- 
tain to Maj. MC AUS 1944-1946; Chief Lab. Ser (Stark and Lawson General 
Hospital) ; CAP(F) *, AMA, AAPB, ASCP, ASEP, ASCR, SEBM, ACP(F), 
AGHA, CSCR, 1 B. 100th Street, New York City, 1929. 

*AMA=American Medical Association. 

AAPB=American Association of Pathologists and Bacteriologists. 

ASCP=American Society of Clinical Pathologists. 

ASEP=American Society for Experimental Pathology. 

ASCR= (No explanation given.) 

SEBM = Society for Experimental Biology and Medicine. 

ACP(F) =American College of Physicians (Fellow). 

AGEA=American Gastro-Entereological Association. 

CSCR=Central Society for Clinical Research. 

CAP(F) =College of American Pathologists (Fellow 


>. 
Popper, Hans Philip. ‘The Demonstration of Vitamin A by Fluorescence Microscopy,” 
Chicago [1944] (abstract of thesis). 


With Fenton Schaffner. “Liver: Structure and Function,’ New York, Blakeston, 1957, 


T77 pages. 

Rdited with Daniel S. Kushner. Clinical pathologie conferences of Cook County Hos- 
pital, New York, Blakeston, 1954. 

(Included only English entries.) 

Source: Directory of Medical Specialists, 1959. 


Senator Kreravuver. You are regarded as one of the foremost au- 
thorities, if not the foremost authority, on liver and problems affect- 
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ing the liver, and some of the side effects of new drugs involving 
the liver. 

We are grateful for your presence here. We know that you have to 
catch a 3:30 plane, so, without further ado, if you will get to your 
statement, sir. 


STATEMENT OF DR. HANS POPPER, MOUNT SINAI HOSPITAL, 
NEW YORK, N.Y. 


Dr. Popper. Mr, Chairman, distinguished Senators, ladies and 

entlemen, after the learned and hice discussion of Dr. Bean, who 
is a master of the English language, I am afraid my very dry and 
factual report may be of less interest to you. 

Let me start right away. 

Some patients who had taken one of the recently developed dru 
contracted liver disease with jaundice, This presents a serious prob- 
lem and in some instances death has resulted from such disease. The 
problem is aggravated by the fact that this disease developed after 
considerable previous experience on patients as well as on experi- 
mental animals failed to reveal any untoward effects. As a matter 
of fact, in most instances the first cases of liver disease appeared when 
the drug in question had already been in wide use. 

When these first cases were noted, the attending physicians were 
confronted with the question as to whether this was caused by an 
independent disease, such as viral hepatitis, or obstruction of the 
biliary-duct system. 

Only when a sufficient number of such cases had been observed 
after the administration of a single drug did the suspicion arise that 
the drug in question had been in one way or another the cause of 
the disease. 

Let me review with you, therefore, the problem as it presents itself 
to someone who is not treating patients directly and therefore not 
prescribing such drugs but who is, as a pathologist, particularly in- 
terested in the abnormal reactions of the liver. 

In view of my known interest, I had the good fortune to receive 
from many poe tissue specimens, either obtained by biopsy, 
that means from the living patient, or from autopsies in cases of 
fatalities. Many of these specimens I received through the good 
offices of drug companies whose cooperation in this respect was ex- 
emplary. However, since I only obtained tissue specimen from 

atients who presumably had these liver diseases, I have no personal 
information about the relative incidence of such untoward reactions 
among patients receiving the drug. 

There are several causes for the difficulty in establishing that the 
liver disease which had occurred in a patient who had received the 
drug was caused by the drug. . 

First, liver changes might be a side reaction of the underlying 
disease for the treatment of which the drug in question had been given 
but were not caused by this therapy. 

Secondly, jaundice might result from serum hepatitis transmitted 
to the patient in the course of treatment of his underlying disease. 

Serum hepatitis is that form of viral inflammation of the liver 
which is transmitted via blood transfusions or injections. 
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Third, the liver or biliary tract may be the site of a disease which 
has nothing to do with the drug therapy. 

Sometimes the drug therapy may have been instituted for the man- 
agement of the initial symptoms of such liver or biliary tract disease, 
for instance, nausea and vomiting. 

The difficulties just presented explain the thorny diagnostic prob- 
lem which each case of drug-induced jaundice presents to the attend- 
ing physician even if it is well known that jaundice and liver disease 
may follow the administration of such a drug. 

If, however, a relation is not yet established because of too low an 
incidence up to that time, it is very difficult to decide whether in a 
given case a drug is or is not related to the liver disease. 

I had the opportunity to weigh these problems in a number of 
drugs when the first cases of jaundice appeared following their ad- 
ministration. 

Only subsequently were they well established as causes of drug- 
induced hepatic injury. Since the tissue changes as seen through 
the microscope are not necessarily diagnostic, and since most of the 
recently developed drugs do not produce the same changes in experi- 
mental animals, the final answer has been the observation of a sufficient 
number of patients with liver disease and jaundice. 

This is indeed a fateful situation for the patient and an extremely 
uncomfortable position of the physician. 

Let me review with you briefly the classification of the drug-in- 
duced liver injuries with my coworker, Dr. Shaffner, and myself re- 
cently presented. 

1. A group of drugs, of which carbon tetrachloride is a typical 
example, produces changes regularly in all persons exposed. Their 
degree may vary in individual patients. 

For instance, alcoholics are more susceptible. The clinical mani- 
festations depend on the dose given. The picture is readily repro- 
duced in animals and there are funetion tests available to recognize 
imminent danger. The drugs in this group are mostly poisons, rarely 
used in therapy. The clinical problem is mainly that of detection of 
the drug exposure though I do not think that is of any interest to you. 

2. In a second group of drugs, the clinical picture of an obstruction 
of the bile ducts is created as if a gallstone or a tumor were located in 
a strategic position. 

However, no such mechanical obstruction can be demonstrated and 
we speak of an intrahepatic cholestasis, that means bile stagnation 
within the liver. 

This condition was never quite well understood by physicians and 
has recently come more frequently to medical attention as a result of 
the wide use of several recently developed drugs. These drugs are not 
related chemically. The most common recent example is chlorpro- 
mazine or thorazine, a so-called tranquilizing drug. One to 2 percent 
of patients taking this drug develop jaundice, and almost the same 
holds true of a recently used relative of a male sex hormone, norethan- 
drolone or nilevar. 

Other drugs have been associated with only sporadic cases. How- 
ever, recently, several instances of such jaundice are found following 
the administration of the antidiabetic drug chlorprompmide or dia- 
benese. It should be emphasized that the so-called cholestatic type of 
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jaundice is usually mild and self-limited. The patients are not se- 
verely ill and only very few fatalities have been reported. 

3. A third group of drugs produces the same picture as viral — 
titis clinically, by laboratory tests and on tissue examination. The 
most recent example is the so-called psychic energizer, iproniazid or 
marsilid. The incidence of liver disease is apparently very low and 
the connection was recognized only after this drug had been widely 
used first in patients with tuberculosis and then with depressions. 
Today too many cases of jaundices have been reported to assume an 
incidental viral hepatitis, a disease which is known to occur rather 
frequently in patients in institutions. The situation is particularly 
tragic since the very few patients who develop jaundice after the ad- 
ministration of marsilid are often severely ill and about 20 percent 
die. There are several other examples of such conditions which simu- 
late viral hepatitis developing after the administration of some other 
of the newer drugs. However, I would like to call attention to a sit- 
uation which obtained some 20 years ago when the intake of the anti- 
rheumatic drug, cinchophen, was followed, again in very low inci- 
dence, by a very severe hepatitis with apparently 50 percent 
mortality. 

4. A fourth group which we called unclassified consists of a variety 
of drugs which produce various clinical and tissue manifestations in 
the liver in very low incidence. They are usually associated with se- 
vere manifestations in other organs like heart, bone marrow, kidney, 
and skin. The liver changes may only be secondary to those changes 
in other organs. 

This situation presented briefly to you involves more riddles than 


answers. Moreover, with expanding therapy with highly effective 
drugs, the problem will probably grow larger. The first task is to 
ascertain whether the liver disease and drug intake are related or not. 
The usual tool of animal experimentation is today of limited value, 
since the cholestatic, hepatitic, and unclassified changes in humans 
are not being reproduced in animals by the drugs in corer Some 


changes occasionally reported are not specific enough to guide the 
medical profession. The possibility, however, exists that recently de- 
veloped and elaborate laboratory techniques might in the future 
assist in predicting toxicity to humans. However, the only proved 
method at our command is careful collection of clinical observations 
supported by laboratory studies and tissue examination of all suspect 
cases. In the last analysis the patient becomes thus the only available 
source of information. If a causal relation between drug intake and 
liver injury is established, the information should be promulgated as 
rapidly and effectively as possible by the pharmaceutical house. Un- 
der such circumstances the responsibility of the physician will be 
great to determine whether the disease justifies the risk since all of 
the drugs in question can be of great benefit to the patient. Obvi- 
ously, in a patient with severe depression who is virtually incapaci- 
tated and leads a miserable life, greater risks will be justified if a 
cure appears possible, than in copie who is less severely ill. The 
risk is greater with the hepatitic drugs then with the cholestatic 
drugs. Only the physician can decide as to whether the risk should 
be taken in any individual case. 
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The situation can be compared with an operation which is also 
known to have risks or the administration of blood transfusions 
which is sometimes followed by hepatitis which may occasionally be 
fatal. To emphasize again, the dissemination of full information to 
the physician is the most important factor in controlling drug-in- 
duced jaundice. Let me repeat, each of the drugs referred to by me 
have valuable qualities and a doctor has every right and duty to 
prescribe their use. But patients differ and unfortunately in ‘ways 
that cannot always be determined in advance. 

The medical profession and allied sciences on the whole have been 
charged with the responsibility of elucidating the reason why some 
patients succumb to a dangerous disease after administration of roe | 
small doses of these drugs while the vast majority tolerates it well. 
The mystery which surrounds these drug effects has been the subject 
of many medical symposia, Gradually the clouds seem to be lifting. 
We do not yet know whether hereditary or, as we say, genetic dif- 
ferences in Sasitlinue of drugs by the body or an altered response of 
the organism, that is, hypersensitivity, is onsible. 

This brings me to one of the problems to which I have given some 
thought. If we can believe impressions gained from discussions with 
our Visiting scientific friends from abroad and also from medical liter- 
ature, such drug reactions seem to be less frequent in such countries 
as Germany, France, and South America, but equally frequent in 
England. The question has not only academic interest since many 
of the drugs originally come from European countries apparently 
with a clean bill of health, while in this country more frequently 
drug reactions occur. Many examples can be cited: Cinchophen, 
thorazine, and some of the antidiabetic drugs. 

Since, to my knowledge, the drugs themselves are not different, two 
other possibilities can considered. One is less intense collection 
of the clinical observations of the effect of drugs in these countries 
of origin. That means the same incidence of drug reactions is not 
as much appreciated. The second ‘possibility is that hypersensitivity 
reactions are responsible for the drug induced liver injuries and that 
the American population and possibly also the people of England 
are more susceptible to such hypersensitivity reactions. A compari- 
son of the situation in foreign countries with our own would repre- 
sent a project of international medical cooperation of benefit to all 
countries involved. It would particularly be to the advantage of this 
country where drugs developed abroad are used. If my remarks 
would stimulate rr survey, I would feel that I have contributed to 
the control of this unfortunate and puzzling complication of other- 
wise beneficial drug therapy. 

Senator Kerauver. Thank you very much, Dr. Popper. The im- 
portant part of your statement, as I see it—all of it is important, but 
the point that I am particularly interested in—is on page 5 where you 
talk about the risk in taking some of these drugs insofar as jaundice 
or side effects of the liver are concerned. You say: 


Only the physician can decide as to whether the risk should be taken in any 
individual case, 
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Would you say then, Doctor, that if the physician is to make that 
decision, the information which he gets when the drug first comes out 
is of great importance in enabling him to make up his mind as to 
whether he should give that drug and as to whether the risk is worth 
taking in a particular case. 

Dr. Porrer. I would consider that the key problem in the preven- 
tion of such drug-induced injuries is that the physician has as much 
information as is available at that time. 

Senator Keravver. Is it true that when a drug first comes out, fre- 
quently the chief, if not the only, information the physician may get 
will be the information sent to him by the manufacturer when the 
drug is put on the market? 

Dr. Porrrer. That is right. 

Senator Krrauver. You have said here, I believe, that Marsilid is 
a psychic energizer, which is opposite to a tranquilizer. 

Dr. Porrrr. That’s right. 

Senator Kerauver. And that the situation is particularly tragic 
with reference to the patients who develop jaundice after the admin- 
istration of Marsilid. Is that correct ? 

Dr. Porrer. The situation is particularly tragic. The difficulty 
was—I am not quite sure whether I got the question—obviously the 
situation is particularly tragic with all the drugs which produce _— 
titis, which includes Marsilid. Unfortunately the information be- 
comes available relatively late in the course of the use of the drug, 
after many cases have been treated. 

Senator Keravuver. And at that point there is not much you can 
do about it, is there ? 

Dr. Porrer. When the first cases appeared, obviously the physician 
must have thought that it was a hepatitis by other causes. Only after 
a sufficient number appeared’ did it become apparent to the medical 
profession that it is not an independent disease but the result of the 
drug. Iam not sure that I answered your question. 

Senator Kerauver. I have here certain portions of a letter from 
the Deputy Commissioner of the Food and Drug Adminstration with 
reference to Marsilid. I want to say for the record that when we 
found that you were mentioning Marsilid in your statement, we wired 
Hoffman-LaRoche, the manufacturer and offered them an opportunity 
of appearing immediately to make any comment they wanted to or to 
file a statement. We wanted to put them on notice, since we found 
that this was in your statement. 

The Deputy Commissioner, John L. Harvey, in a letter of January 
16, 1959 says: 

A summary of the results of this investigation indicates the following facts: 

(1) The number of “Marsilid”-associated cases of hepatitis which have been 
reported has reached a figure of 230 with 51 reported fatalities. 

Does that represent your judgment? 

Dr. Popper. I don’t know the exact figure, but I would guess that 
that is correct. 

Senator Keravver. I will read the rest of the summary. 
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(2) A cause and effect relationship has been well established and accepted ; 
that is “Marsilid” does produce a particularly serious form of hepatitis. 

(3) The incidence is still estimated on the basis of sales as approximately 
1 per 3,000 to 4,000 with about a 20 to 25 percent fatality rate. 

(4) The affliction is apparently not dose related. 

(5) Factors. which might be used to predict susceptibility to hepatitis have 
not been elucidated despite much investigation. 

(6) Specific methods to prevent or treat the disease have not been found. 

(7) Despite their awareness of the toxic potentialities of this drug, those 
specialists familiar with its use are for the most part adamant in their opin- 
ions that “Marsilid” is a particularly useful drug and should be kept available 
for use where indicated. 

Do these 6 points as to the effect of the drug generally meet with 
your experience? 

Dr. Porrer. The first parts of the statement, yes. I would not be 
qualified as a pathologist to speak about the beneficial effects. This 
a psychiatrist would have to judge. The damaging effects which this 
letter states are in full agreement with what I know. The beneficial 
effects should be evaluated by somebody else. 

Senator Kerauver. As to the seventh point, you are not qualified ? 

Dr. Porrer. On the seventh point I would not be qualified. 

Senator Kerauver. We have here the material that has been mailed: 
by Hoffman-LaRoche to physicians. In it there is talk about anti- 
depression, energizing effect, stimulating and healing qualities. But 
there is no mention whatsoever of side effects. If doctors have to 
get their information from this material, what would you say about 
advertising of this kind? 

(The ads referred to follow) : 
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Dr. Porrrr. Sir, I really have not read the advertisement. 
My own information has been that I have received I believe most 
of the material on this drug through the company Hoffman-LaRoche, 
and I have subsequently published an article about the effects of this 
drug in the Journal of the American Medical Association. The time 
relation, if I am permitted to refresh my memory was—I am trying 
to see when the paper appeared. 

Senator Kreravver. Is that December 27, 1958 ? 

Dr. Porrrer. Yes, I guess so. It must have been December 1958 
when my own first paper on the drug appeared. 

I would also like to mention that I was invited by the persons on 
the staff of Hoffman-LaRoche to participate in a symposium on the 
effect of these drugs where I again presented the findings on the 
fatalities. So as far as my dealings with the medical and scientific 
personnel of Hoffman-LaRoche is concerned, they have given me full 
cooperation in obtaining the material as well as distributing the in- 
formation to the medical profession. 

I have no information on the advertisement. 

Senator Krrauver. We have your article here. I don’t know 
whether it is too lengthy to be printed in the record. 

There is also a symposium that was sent out by Hoffman-LaRoche, 
LaRoche Laboratories Division, May 8, 1958, which is longer, in which 
jaundice is the subject of discussion. 

As a layman, I would say they don’t admit that Marsilid is the 
cause, although the matter of jaundice is discussed. 

At any rate, regarding this kind of information, where there is a 
serious possibility of side effects of jaundice, should not something be 
put on this material warning doctors as to side effects? 

Dr. Porrrer. I would feel it should be there on the advertisement as 
early as possible after it has been established that a causal relation- 
ship exists. 

Senator Krravver. It should not be just any casual mailing. It 
ought to be on every piece of advertising that goes out, shouldn’t it ? 

r. Popper. I would fully agree with you. 

Senator Keravuver. Hasn’t there been a substantial increase in the 
incidence of jaundice in the last several years? 

Dr. Popper. Sir, if I can judge from my own experience, which of 
course is flavored by receiving incidental material, for a while I got 
a large number of cases of Marsilid jaundice, but in the last half a 
year or a year the number has considerably gone down. 

Senator Keravver. It has considerably gone down ? 

Dr. Popper. I have received fewer cases. I have no way of knowing 
that there has been a real reduction. 

Senator Keravver. Do you think that maybe if it has diminished, it 
has been because of the publication about the side effects of this drug? 

Dr. Porrrr. I would hope that this is the reason, but, of course, 
I cannot judge it. 

Senator Keravuver. What I am talking about is the total number 
of cases of jaundice of all kinds. 

Dr. Popper. Of all kinds of drugs? 

Senator Kreravuver. No; all kinds of jaundice. 

Dr. Popper. All kinds of jaundice from all kinds of drugs? 

Senator Kreravuver. Yes. 
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Dr. Poprrer. Yes; the incidence of drug-induced jaundice is con- 
stantly on the increase. As new drugs are developed, more cases of 
jaundice are seen. 

Senator Keravuver. Very well. 

Doctor, what would you recommend be done to prevent some drug 
being put on the market and ae advertised as to its positive 
features—energizing, stimulation of healing, antidepression, and so 
forth—without mentioning anything at all about the side effects 
which may be fatal ? 

Dr. Popprr. Mr. Chairman, I would feel that we are dealing with, 
as I tried to point out in my initial statement, a difficult situation. 
Many of these incidences develop after thousands of patients have re- 
ceived the drug. I could concede perfectly good will and honesty to 
the drug company in not mentioning it, if they don’t know about the 
cases or if the cases are too sporadic to be sure that there is a causal 
relation. I would feel that the heavy responsibility lies with the drug 
companies as soon as this relation has been established to give this 
information as effectively and as quickly as possible to the medical 
profession. 

Senator Kerauver. Then would you also feel that more clinical 
testing by Government agencies might be in the public interest also? 

Dr. Porrer. Sir, that is a question which is very difficult to answer. 
May I remind you that the number of cases of liver damage of jaun- 
dice with most of these drugs is very low. That means probably 
thousands and thousands of patients must be treated with a drug until 
such relation can be reasonably established. I, therefore, have no 
os answer. If you will ask me what I would recommend at this time, 

have two ideas, but I don’t believe that I am really an authority on 
this area. No. 1, that control over the release of those drugs be 
maintained by the Food and Drug Administration even after the 
drugs are already on the market. I believe this is one case, but I 
wonder whether this part of the Food and Drug Administration ac- 
tivity could not be strengthened. Secondly, it might be, but I am not 
sure that it would be, it might be possibly using more elaborate labor- 
atory techniques befor release of a drug to foresee these undesirable 
side effects. However, the medical profession still has the duty to 
establish better techniques. 

Senator Keravver. Is it true, Dr. Popper, that the reported drug- 
induced jaundice cases may not represent all of those cases that are 
actually induced by side effects, because it might not be known whether 
wre are from infectious causes or whether they came from side 
effects ? 

Dr. Popper. No doubt. I would feel that the number of reported 
cases probably represents the minimum rather than the maximum. 
But, again, we are here on such a difficult area of medical judgment 
that I would feel myself not qualified to make a definite statement. 

Senator Kerauver. The only ones that you would know about 
would be where the doctor reported that he had been using one of 
these drugs and was suspicious that it might have been caused by its 
use, is that correct ? 

Dr. Popper. Yes, sir, and, again, I would feel adequate promulga- 
tion of the information will make more doctors suspicious. There- 
fore, the key, as I mentioned before, is promulgation of information. 
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Senator Kerauver. Very well. 

Senator Hruska? 

Senator Hruska. Dr. Popper, first of all, let me say that I admire 
anyone who has conquered the language barrier as well as you have. 
It is generally agreed here, according to some side remarks of the 
committee, that you do much better with our native language than 
we would do with your native language. 

Doctor, I am especially interested in your statement on page 5 of 
your statement where you say : 

Only the physician can decide as to whether the risk should be taken in any 
individual case. 

You went on to illustrate that that is true even in blood transfusions, 
not only with the use of Marsalid but would the same be true in so 
simple a matter, so a a matter as the choice of an anesthetic, 
for example, prior to surgery 

Dr. Porrer. Yes, sir. 

Senator Hruska. And that same thing is true with reference to 
many, many medicines of all kinds, that the primary responsibility 
is on the man who has made an investigation and = Sinaia of the 
particular case before him ? 

Dr. Porrrr. Yes, Senator. 

Senator Hruska. And then he has to weigh the chances, doesn’t 
he? Now reading from this letter from dhs Deputy Commissioner, 
John Harvey of the Food and Drug Administration dated January 
16, 1959, from which the chairman read, I read this language: 

Since the medical experts whom we have consulted consider this drug to be 
effective in selected patients afflicted with serious disease, and since the incidence 
of this potentially fatal manifestation of drug toxicity does not appear to pro- 
voke a therapeutic risk greater than that associated with some other accepted 
therapeutic measures used in the practice. of medicine, we have maintained the 
opinion that the drug should be kept available for use by physicians. 

Were you aware of that fact ? 

Dr. Porrrr. Yes, sir. ° 

Senator Hruska. That the Food and Drug Administration felt 
that it should remain available, notwithstanding its potential danger. 
They go on to say, which is in line with your thinking: 

However, we feel that the drug should be employed only by those clinicians 


who are familiar with treatment with this drug, and in patients in whom the 
risk inherent with that form of therapy is justified by the severity of the illness. 


Which is another justification, is it not, of your statement that: 


Only a physician can decide as to whether the risk should be taken in any 
individual case. 

Wouldn’t you say that applies re 3 much ? 

Dr. Porrrr. Sir, I didn’t know the statement which you just read, 
but I think it is almost identical with my remarks. 

Senator Hruska. Then they say: 

We feel that the labeling being distributed with Marsilid at present adequately 
reflects the cautions necessary to insure proper use of the drug. 

So that precautions apparently in the judgment of the Deputy Com- 
missioner of the Food and Drug Administration have been taken in 
line with what you have suggested, namely that ete be apprised 
of this potential danger, but nevertheless because the benefits may out- 
weigh the risk, it should remain available. 
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Dr. Popper. If that is a question, Senator, I am in full agreement. 
I believe my statement is virtually—— 

Senator Hruska. Have you gone into the matter of labeling on 
Marsilid ? 

Dr. Porrrr. No, sir. 

Senator Hruska. I see. 

Dr. Popper. I know really nothing about it. 

Senator Hruska. Mr. Chairman, I do believe this letter which you 
referred to and read and the part I read, it would be of interest to 
have the whole letter placed in the record at this point. 

Senator Keravver. I intend to do that. 

(The document referred to may be found on p. 10579.) 

Senator Hruska. Thank you very much, Doctor. Out of deference. 
to your time limitations I shall cease my questioning at this time. 


enator Krerauver. Thank you very much, Doctor. We appreci- 
ate your appearance, 
I understand Mr. McMurray is here to represent Hoffman-La Roche. 
First we will put the telegram in the record at this point, 
(The document referred to follows:) 


ANTITRUST AND MONOPOLY SUBCOMMITTEE, 
Senate Office Building, April 11, 1960. 


Mr. Raymonp D. McMurray, 
Secretary and General Counsel, 
Hoffman-La Roche, Inc., Nutley, N.J.: 

It has come to my attention that in the statement of Dr. Hans Popper, to be 
made tomorrow at subcommittee hearings beginning 10 a.m., he will make specific 
reference to serious side-effects of your product Marsilid. Suggest possibly your 
company may desire to have representative present in order immediately to 
rebut such statement. In the event that shortness of time prevents immediate 
appearance, your company will be afforded the right to personally appear before 
subcommittee or file a written statement, whichever your elect. 


PstEs KEFAUVER, 
Chairman, Senate Antitrust and Monopoly Subcommittee. 
Senator Keravuver. If the company wants to make a statement 
about it at any time, it may. Did you want to make a statement, sir, 
at this time? You are Mr. Raymond D. McMurray? You are sec- 
retary and general counsel of Hoffman-La Roche, Nutley, N.J. 


STATEMENT OF RAYMOND D. McMURRAY, HOFFMAN-LA ROCHE, 
NUTLEY, NJ. 


Mr. McMorray. I don’t wish to make a statement, only that this 
telegram arrived last night after business hours. Therefore we are 
not here because we received the timely notice, but merely because we 
are interested in these proceedings. 

Senator Keravver. All right, sir, thank you. 

Senator Hruska. Mr, Counsel, did you, ask for a copy of Dr. Pop- 
per’s statement this morning from the staff ? 

Mr. McMorray. Yes, sir. 

Senator Hruska. Were you furnished it? 

Mr. McMurray. No, sir, I was refused it. 

Mr. Dixon. Who did you ask? 

Mr. McMurray. The gentleman who was passing it out. 

Mr. Drxon. He is under a misapprehension. 


35621—60—pt. 189 
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Mr. Green. Did you ask me? 
Mr, McMurray. No;not you. You gave it to me at the noon recess. 
I was told that I could not have it because only the press could have it. 

Senator Krerauver. We have copies and anybody can have them. 
We gave them to the press too. 

Senator Hruska. I raise the point, Mr. Chairman, only so that this 
will not be repeated. 

Senator Krrauver. We want the press to have them first, but if 
there are any left over, everybody can have one. Who did you ask for 
acopy? That is what I would like to know. 

r. McMurray. I don’t see him in the room now. 

Mr. Krrrrie. Did you identify yourself or did you just come up as 
a bystander? 

Mr. McMorray. I identified myself. 

Senator Keravuver. I wish you would find out who it was because 
Mr. Green is the press officer for the subcommittee. 

Mr. Green. I gave you a copy. 

Mr. McMurray. Yes; you did. 

Senator Hruska. At noon. 

Mr. McMurray. Oh, yes; at noon after the recess was called. 

Senator Hruska. When did you make your first inquiry, before the 
hearing started ? 

Mr. McMorray. Yes; while they were being passed out. 

Senator Hrusxa. To the press? 

Mr. McMorray. Yes. 

Senator Keravuver. I can’t find out who refused you, if they had 
extra copies, 

Mr. Dixon. No one had any such instructions. 

Mr. McMurray. I did not mean.to imply that there were such in- 
structions. Senator Hruska asked for the facts. 

Senator Kerauver. Somebody must have said that the press was to 
get it first. 

Mr. McMurray. No, he said I cofild not have one, that only the press 
could have it. 

Senator Hrusxa. I understand that abstracts of the first witness’ 
testimony appeared on the ticker tape this morning at 9:30. I didn’t 
know that these statements were released as of time of receipt or as 
of time of giving in the committee room. I do think that it might be 
well to marx these statements accordingly. 

Mr. Dixon. They are released only when they are to be given. 

Senator Keravver. They are marked for release on delivery. 

Senator Hruska. We all ought to understand each other on this. 

Senator Krravver. It is understood that release on delivery means 
when the witness gives the statement. 

Senator Hrusxa. Perhaps a little more explicit language would be 
helpful. 

eae Kerravver. Mr. Green, you passed these out. What do 
you say? 

Mr. Green. This is for release on delivery to the committee. The 
reporters carry the stories on the wires for afternoon papers, mean- 
ing they are not actually printed until the presentation is made. It 
is true thev carry the stories on the ticker that you see beforehand, but. 
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they are not actually printed in the newspapers until the witnesses 
appear. 

"Tae. Cuumeprts. The only difficulty with that is that when Dr. Wein- 
stein testified he did not get a chance to testify at the time he was sup- 
posed to and he testified at midnight or 11 o’clock that night, and so- 
the thing was in the papers almost 15 hours before he testified. 

Mr. Drxon. All of the statements of the companies were also out: 
before. 

I have tried to work with the press. Senator Hruska, as you know, 
they ask, “May we have this?” Sometimes in earlier hearings that we 
have held here, I have held the statements in my hand and wouldn’t 
give them to anybody until the witness was sitting here. I have in the 
last year been following a policy that when the witness was expected 
to appear, I give them to the press with the instruction they were not 
to be used unless the witness testified. I am caught between the devil. 
and the deep blue sea. 

Senator Hruska. It is a difficult problem. As members of the 
Judiciary most of us subscribe to the idea of being against secrecies in 
Government business. I didn’t want to contribute to it in anyway, but 
at the same time we ought to be fair to the witnesses. 

Senator Keravuver. I want to say that when anything is given to the 
press, of course anybody can get a copy if there are enough copies. So 
if anybody didn’t give you a copy, Mr. McMurray, it is just because 
they didn’t have enough, or somebody did it who was not authorized. 
I ‘des want to say, Senator Hruska, that by and large the press co- 
operates very excellently and does a good job of reporting, and the 
go by the limitations that are placed upon these statements. We thin 
that in fairness to them if they can have the statements beforehand, 
we should give them to the reporters. That is in the public interest. 

Senator Hruska. I am sure it is, and I agree with you that they are 
doing a very splendid job, and I want them to do it that way. But 
we want them to be in a position where they can be fair with all con- 
cerned, and I know they want to be fair. 

Mr. Drxon. I have one other thing, Mr. Chairman. 

Senator Hruska, I think you would like to know that I consider 
these statements not our statements but the witness’ statements. I 
don’t have a right to release them until the witness tells me to release 
them or until he makes the statement. If you had a statement, you 
could determine when to release it. That is the policy I have followed. 

Senator Kerauver. Yes; I think if any witness here wants to give 
a statement to the press in advance, that is his privilege. We make 
no fuss about it. 

We will stand in recess until 10 o’clock in the morning. 

(Whereupon, at 3:05 p.m., the committee recessed, to reconvene at 
10 a.m., Wednesday, April 13, 1960.) 
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WEDNESDAY, APRIL 13, 1960 


U.S. SENATE, 
SvuBCOMMITTEE ON ANTITRUST AND Monopo.y 
OF THE COMMITTEE ON THE J UDICIARY, 
Washington, D.C. 

The subcommittee met, pursuant to recess, at 10:10 a.m., in the 
Caucus Room, Old Senate Office Building, Senator Estes Kefauver 
presiding. 

Present : Senators Kefauver (chairman) and Hruska. — 

Also present: Paul Rand Dixon, counsel and staff director; Peter 
N. Chumbris, counsel for the minority; Nicholas N. Kittrie, counsel 
for the minority ; Lucile B. Wendt, attorney ; Dr. John M. Blair, chief 
economist; Dr. E. Wayles Browne, Jr., economist; Dr. Irene Till, 
— Paul S. Green, editorial director; and Gladys E. Montier, 
clerk. 

(At the convening of the session, the following members are pres- 
ent: Senators Kefauver and Hruska.) 

Senator Keravuver. The committee will come to order. 

So the record will be clear, as we wound up our session yesterday, 
there was some discussion as to the passing out of a witness’ statement. 
A representative of Hoffman-La Roche said that he had asked for Dr. 
Popper’s statement, and he had been refused but later on he was given 
one. The situation is that Mr. Paul Green, who handles these matters 
for the committee, gives statements to everybody so long as they last. 
It seems that a number of statements, not of Dr. Popper but of the 
first witness, Dr. Bean, were being distributed by some young man on 
the staff of the superintendent of the Senate press gallery. His in- 
structions are to give his copies only to press people who identify 
themselves as members of the Senate press gallery. Apparently that 
was the person he had asked for a statement. ee e asked Mr. 
Green of the committee he, of course, was given one. The young man 
from the Senate press gallery is not associated with this committee. 
The gallery has its own rules and regulations on handling such matters. 

Our first witness this morning is Dr. A. Dale Console. I have a 
short biographical sketch prepared by the Library of Congress which 
will be made a part of the record at this point. 

(The document referred to follows :) 


Dr. A. DALE CoNnsOLE 


Born 1914, New York City ; certified surgery, 1949; M.D., 1941, Cornell; intern, 
1941-42 ; assistant resident surgeon, 1942-45; resident surgeon, 1945-46; resident 
neurological surgeon, 1946-48; assistant attending surgeon, 1946-57, New York 
Hospital; resident research fellow, 1957, Pennsylvania Hospital; assistant pro- 
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fessor, clinical surgery, 1946-57, Cornell; associations: American Federation 
Clinical Research; Society University Surgeons; address: R.D. 3, Carson Road, 
Princeton, N.J. 


Source American Medical Directory, 1958. 


Senator Kerauver. Dr. Console now practices psychiatry at Prince- 
ton, N.J. 

From 1952 to 1957, he was the chief medical director of what is 
now the Squibb Division of Olin Mathieson Co. 

Dr. Console, I understand your wife is also a physician and psy- 
chiatrist ? 

Dr. Consotz. That is correct. 

Senator Kerauver. Mrs. Console, we are glad to have you with us. 
Dr. Console, you have a statement. Will you proceed, sir? 


STATEMENT OF DR. A. DALE CONSOLE, PRINCETON, N.J. 


Dr. Consotz. Mr. Chairman and members of the committee, I wish 
to introduce this statement by making my position clear. I am here 
by invitation and assume that invitation was extended to me because 
it was felt that my experience as a former medical director in the 
nee rE industry would enable me to assist this committee in 
its work. 

Senator Keravver. That is correct. That is the reason you were 
invited. We also know that you stand high in your profession. I 
want to make it clear that E. R. Squibb & Co. is aware that you are 
testifying here, that you have so advised them, and they will have 
an opportunity to make a statement immediately after your testi- 
mony, or they can file a statement for the record if they wish. 

Dr. Consotz. I am not here as a witness against the firm with which 
I was associated. Since I destroyed the records in my private file 
when I resigned from the industry, I can offer nothing which can be 
construed as proof. I can offer a distillate of my experience and the 
opinions I have formed as a result of that experience. These are 
opinions and are intended to serve only as guides. 

There is a simple maxim, I learned from detail men, which is known 
to most if not all in the pharmaceutical industry. “If you can’t con- 
vince them, confuse them.” This is a valuable tool in the industry 
and I have seen it in operation as a guide to detailing as well as to 
other forms of advertising and promotion of drugs. It operates in 
what Dr. Lasagna has so aptly called the “numbers” racket with its 
never-ending barrage of new products, confusing names, conflicting 
dosage schedules and indications, claims and counterclaims; I have 
seen it in operation here in statements made by industry spokesmen. 

Part of that confusion arises from the unqualified use of the term 
“drugs.” Not all drugs are the same and unless we understand this we 
cannot understand each other. For our purposes I would classify 
drugs roughly in four categories: 

1. Effective drugs prescribed only for patients who need them. 

2. Effective drugs prescribed for patients who do not need them. 

3. Drugs from which all patients derive either no benefit or no more 
benefit than would be derived from an inexpensive substitute. 

4. Drugs which have a greater potential for harm than for good. 
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These are all products of the pharmaceutical industry and it should 
be clear that the cost of drugs cannot be measured by price alone. 
When a patient pays for a drvg which he does not need or for one 
from which he derives no benefit the cost is excessive regardless of 
price. To assume that all drugs fall into the first category and to 
concentrate on lowering the price of a broad spectrum antibiotic pill 
from 60 cents to 50 or even to 40 cents is to miss the point. 

If we include everything from research cost to the salary of the de- 
tail man the total cost of creating, producing, and atleaaiual in the 
oe categories exceeds that of effective drugs properly pre- 
scribed. 

Unfortunately drugs are not always prescribed wisely, and while 
the physician and patient, among others, must share the responsi- 
bility for this with the pharmaceutical industry it is the industry 
which carefully nutures and encourages the practice. 

The incidence of disease cannot be manipulated and so increased 
sales volume must depend at least in part on the use of drugs un- 
related to their real utility or need, or in other words, improperly 
prescribed. Human frailty can be manipulated and exploited and 
this is fertile ground for anyone who wishes to increase profit. 

The enormous sales of so-called tranquilizers are only a small part 
of the crop reaped from this ground. The pharmaceutical industry 
is unique in that it can make exploitation appear a noble purpose. 

It is the organized, carefully planned, and skillful execution of 
this exploitation which constitutes one of the costs of drugs which 
must be measured not only in dollars but in terms of the inroads the 
industry has made into the entire structure of medicine and medical 
care. 

With the enormous resources at its command it has usurped the 
place of the medical educator and has effectively substituted propa- 
ganda for education. It is generally accepted that after the average 
practitioner leaves medical school the drug industry represents the 
most potent influence determining many aspects of how he practices. 

In its desire to create a favorable image the industry confirms this 
when it justifies the enormous expense of advertising and promotion 
by claiming that it serves the purpose of postgraduate medical edu- 
cation. 

Now some of the effects of propaganda and education are identical, 
but to conclude that drug advertising and promotion is education is 
one of the many fallacies introduced into these discussions. 

Perhaps the committee will get a better understanding of this 
euphemism if we examine some aspects of it. Since I wish to describe 
practices which apply to many products and most if not all companies, 
I shall make my examples general and slightly hypothetical. Since 
T cannot name them all, it would be unfair to brand the one named 
in the example, I can assure you, however, that the disguise is so 
thin and the practices so widespread that there will be no difficulty 
in finding adequate promotional material to document them. 

First an extremely simple example. While in medical school the 
physician is taught; when the patient has a fever, determine its cause, 
and then treat it accordingly. The drug brochure teaches; when the 
patient has a fever think of—and here the name of the company’s 
antibiotic follows. There are many variations of this theme and 
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often the symptom and name of the drug appear in bold colored type 
to eliminate the effect of any intervening words. One need only 
change the symptom and the drug to multiply the examples. To 
help drive this valuable lesson home in one promotional program a 
free clinical thermometer was sent to physicians. The invitation is 
delightfully tempting. Too many physicians, — for time, 
would like to believe that medicine can be practiced with a thermom- 
eter and a bottle of pills. The authority of the written word driven 
home by repetition is often enough to tip the balance. The exer- 
cise of judgment takes far more time and uses less drug. If this is 
education, then we should also include lessons on how to smoke an 
opium pipe. ; i ‘ 

This approach is used only by the more naive since it does an- 
tagonize some physicians. It hardly does justice to the ingenuity of 
the more experienced drughouse. . 

A better approach is one which is used frequently in the promotion 
of so-called tranquilizers, but with minor variations spreads to many 
other drugs. Either in the course of legitimate investigation or in 
the search for a new promotion device it is found that a drug which 
is claimed to be effective in relieving anxiety, produces, in rats, specific 
objectively measurable changes in a particular area of the brain. 
Now this is an interesting truly scientific finding but in the present 
state of our knowledge its significance is unknown. To the promotion 
people this lack of significance is unimportant since it is both intrig- 
uing and impressive. It is presented in an advertisement or a bro- 
chure complete with accurate anatomical illustrations of the brain 
beautifully executed in vivid colors. This is coupled with the claim 
that the drug relieves anxiety. The usual response of the average 
practitioner who is not, and is not expected to be, an expert in neuro- 
physiology is to associate the two and to assume that they support 
each other. To the expert, however, any attempt to relate the claim 
and the finding is absurd since there is no known relationship between 
human anxiety and this finding. It is no more absurd to relate the 
claim to this finding than to the finding that the drug, when given to 
cats, makes their tails curl up and form a square knot. The latter is 
obvious, the former is not. Because it is not the impressive but ir- 
relevant fact is carefully presented in vivid form. The clarifying 
facts are equally carefully omitted. The desired effect is achieved by 
encouraging false associations and the frequency with which this 
approach is used is adequate evidence of its success. This, too, is 
called education. 

Another example makes good use of the confusion technique. When 
the novelty of more potent vitamin pills began to wear thin, someone 
conceived of adding minerals and trace elements. Among these is 
zinc and since I am not an expert on zinc it may not be significant 
that I know of no evidence of zinc deficiency in man. If, however, 
one searches the literature long enough he will find that when chickens 
are deprived of zinc they cannot form a hard shell on the eggs they 
lay. When this curious fact is added to others similarly curious and 
mixed with some which are significant one ends up with an impressive 
array of “evidence” for the rationale of the product being advertised 
and apparent reasons why the doctor should prescribe this mixture of 
vital ingredients. Now let us look at only one of the facts which are 
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carefully omitted. No mention is made of the fact that the zinc 
deficiency can only be produced by extremely careful and expensive 
purification of the diet. Every trace of zinc must be eliminated and if 
the chickens get only an occasional meal by random pecking in the 
barnyard they obtain enough zinc to destroy the effect. In short, the 
deficiency is a laboratory artifact and has no counterpart outside the 
laboratory. Or stated differently, if one is to draw logical conclusions 
the zinc makes the vitamin pills invaluable for laboratory chickens 

rovided, of course, that one is willing to go to the expense of purify- 
ing their diet. 

Here the physician is bludgeoned with a barrage of irrelevant facts 
he has neither the time, the inclination, nor frequently the expert 
knowledge to examine critically. Multiply this by a dozen detailmen 
each selling a dozen products and backed by a dozen wizards in the 
home office who hold a dozen conferences trying to determine the best 
way to make nothing appear like a pot of gold. This, too, is called 
postgraduate medical education. 

But let me turn to the practice which forms the backbone of all 
advertising and promotion of drugs. This is the use of the testimonial 
as scientific evidence of the efficacy of drugs. 

It was a practice in the Middle Ages for some people to wear sus- 
pended from a neck a cloth bag filled with asafetida. The foul 
smell was believed to ward off plagues. Apparently someone had ob- 
served that some people who used this medicinal fetish did not contract 
plague. Either it was not observed or not considered important that 
some who did not use it also did not contract plague. Since it is con- 
sidered unscientific the practice has long since been abandoned. But 
it flourished a long time simply because it gave some people a greater 
sense of security and made them feel better, at least until they con- 
tracted plague. While the practice has been abandoned the principle 
which determined it remains with us essentially sackenpea Since 
the beginning of time men have stumbled over the meaning of the 
simple fact that when something is done for or to a person, especially 
if that something has magical or emotional significance, that person 
frequently feels better. At the present time it is better recognized but 
still neni understood. It has been given the unfortunate title place- 
bo effect. Similarly since the dawn of time men have stumbled over 
the error of attributing to various agents the ability to ward off or to 
cure disease without taking into account what happens to those who 
do not get the benefit of the agent. This practice was not abandoned 
in the Middle Ages and one need only examine any current medical 
journal to find examples of it masquerading as science. 

Since the committee has had adequate exposure to the controlled 
study, the double blind, and the placebo, I shall not take the time to 
expand on this. This, incidentally, would require a statement at least 
as long as this. 

Let me emphasize that no drug study is foolproof, but that the 
scientific validity of any study can be immeasurably increased by 
proper experimental design. A drug trial which makes no allowance 
for placebo effect, and which fails to make accurate comparison with 
an untreated group is suspect, and the vast majority of reports on such 
studies are simply testimonials, not scientific evidence. A testimonial 
written by a doctor, even when it is given the additional cloak of 
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respectability afforded by publication in a scientific journal, is still a 
testimonial. It has no more scientific validity than the opinion ex- 
pressed by the woman who caught the largest tuna on record, that 
a certain brand of cigarettes are kind to the throat even when it ap- 
pears in color on the back cover of a magazine. Yet the claims for 
the efficacy of an amazing number of modern drug products are based 
exclusively on this type of evidence. 

Testimonials are used not only to give apparent substance to the 
advertising and promotion of relatively worthless products, but also 
to extend the indications of effective drugs beyond the range of their 
real utility. They appear either as complete reprints or as priceless 
quotations in advertisements or brochures. They convince too many 
physicians that they should prescribe these drugs. 

Now, the true nature of these testimonials is well known to the in- 
dustry and its own contempt for them is shown by its vernacular for 
sources from which they are easily obtained. These are called 
stables. Still it is an important function, usually of the medical 
division, to send representatives with generous expense accounts to 
all parts of the country searching out these sources. The burlesque is 
compounded by calling the drug trials “scientific studies” and by sup- 
porting them with grants which are charged to research cost. 

These are some of the techniques used in this travesty of medical 
education. While not all drug advertising and promotion is of this 
type, too much of it is. Some is educational but there is ample evi- 
dence to indicate that the industry is only too ready to depart from 
its self-professed role of the Knight in Shining Armor totally dedi- 
cated to science and the healing arts. These practices and others more 
vicious such as the subtle persuasion to use indiscriminately drugs 
which are dangerously toxic and indicated only in selected desperately 
sick patients suggest that dedication is primarily to profit, even at the 
expense of good medical care. 

While the industry’s practices ayd policies in advertising and pro- 
motion are necessarily exposed for examination, this is not true in most 
other areas. Here the camouflage of euphemisms and self-proclaimed 
virtue is not so easy to penetrate. Research is a good example. 

While the industry spokesmen would have us believe that all re- 
search is on wonder drugs or better medicinal products this is no more 
true than the euphemism of post-graduate medical education. They 
stress that there are many failures for each successful drug. This 1s 
true since it is the very essence of research. The problem arises out 
of the fact that they market so many of their failures. Between these 
failures which are presented as new drugs and the useless modifica- 
tions of old drugs, the addition of zinc to vitamins is a good example, 
most of the research results in a treadmill which moves at a rapid 
pace but goes nowhere. Since so much depends on novelty drugs 
change like women’s hemlines and rapid obsolescence is simply a 
sign of motion, not progress as the apologists would have us believe. 

There is an interesting relationship between research and advertis- 
ing and promotion. In many companies there is considerable antago- 
nism since the advertising people feel, with justification, that they 
are expected to do what research cannot. The perennial cry is, “If 
research would give us a good drug we could turn out a really good 
promotion program.” Actually, they do remarkably well with what 
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they get. Lacking facts which are convincing they invent fictions 
which are San ae 

I am only slightly amused by the breast beating, statistics juggling, 
and comparisons with the research costs of other industries. Even 
the statistics are suspect since I wonder how many cigarette com- 
panies charge the cost of paid testimonials to research rather than 
advertising. I doubt that there are many other industries in which 
research is so free of risks. Most must depend on selling only their 
successes, If an automobile does not have a motor no amount of 
advertising can make it appear to have one. On the other hand, 
with a little luck, proper timing, and a good promotion program a 
bag of asafetida with a unique chemical side chain can be made 
to look like a wonder drug. The illusion may not last, but it fre- 
quently lasts long enough, By the time the doctor learns what the 
company knew at the beginning it has two new products to take the 
place of the old one. This, too, is well recognized and in some com- 
panies calls for casuistry of a high order. In others, it is simpl 
called a business decision. While I doubt that it actually does, wit 
this advantage, the pharmaceutical industry can well afford to spend 
more on “research.” 

For those who are interested in comparisons, I would suggest 
examination, not of prices, but of the advertising and promotion of 
identical products by the same company in its domestic and foreign 
markets, This will probably reveal the rather remarkable fact that 
ne on of some drugs varies according to the position of the Rio 

rande. 

Now I am more aware than most of the worthwhile contributions 
of the industry, especially since it was my privilege to play a small 

art in some of them. ¥ have no wish to minimize them, nor to 
Seiry the apologists their right to exaggerate them. To imply, how- 
ever, that these contributions make up the total, or even the major 
effort in research, or in other endeavors, is gross distortion. 

At this point let me remind you of an old French proverb which 
states, “There are more buyers than sellers.” The victim of exploita- 
tion is a victim only because in being exploited he serves some pur- 
= of his own, It is not by chance that the widow with a lonely 
1eart: becomes the pet victim of the confidence men. 

A brief examination of the other side of the coin gives a better 
understanding of the nature and scope of the problem. 

The physician is human and his medical degree does not change 
this. stones he likes to believe that he helps his patients the wish ful- 
filling fantasy of the pill affects him as well as his patient. One 
need only observe the reactions of many physicians on being experts 
to valid evidence debunking a pill they have been using with the 
delusion of confidence. These vary from mild denial and disbelief 
to irate protest and one is reminded of the varied reactions of chil- 
dred on being told that there is no Santa Claus or of adults on learn- 
ing that TV quizzes are frauds. : 

Keeping up with the voluminous medical literature is an enormous 
task, and the busy practitioner is forced to neglect it to an increasing 
degree as his practice increases. Many feel guilty about this. They 
can read the condensed and predigested pap of drug advertising and 
promotion in the same time it takes to throw it in the waste basket 








10374 ADMINISTERED PRICES 





or get a 5-minute education in the latest advances in medicine from 
the detail man. It is not surprising that they enter into a folie a 
deux and foster the delusion of advertising and promotion as 
postgraduate medical education. 

The patients contribute their share. Too many are unable to accept 
that the physician in spite of his limitations is still best able to 
determine the proper treatment. The best doctor is not necessarily 
the one who gives a shot for every complaint, and the more con- 
servative physician who does not prescribe the latest drug reported 
in Coronet may be far more competent than the one who does. But 
fear of disease did not end with the plagues and patients still seek 
their bag of asafetida. It is this anxiety which leads some to avoid 
black cats, and most to seek newer, stronger, and more impressive magic 
from the doctor. Too many physicians respond to this pressure not 
by dealing with it directly but by trying to produce a tangible symbol 
of the magic. To the pharmaceutical industry this is an open invita- 
tion to exploit both the patient and the doctor, and so it claims to have 
the magic all wrapped up in pretty packages and with a price tag 
which makes the magic all the more impressive. 

The simple fact that anxiety is virtually impossible to evaluate ob- 
jectively and that it responds to almost any bag of asafetida accounts 
for the market in the so-called tranquilizers. 

In modern times the anxiety is stirred up not by an epidemic of 
plague but by advertising and promotion, and the meteoric rise of 
one of these drugs was not deterred by the early appearance of two 
lengthy testimonials back to back in the Journal of the American 
Medical Association. 

This leads one to wonder what motivates editors to accept these 
articles which do not merit publication. Since they do not accept 
every paper which they receive they cannot hide behind their usual 
protest against censorship. 

Perhaps they are unaware of the damage which can be done by 
the cloak of respectability they lend and how well they serve the 
interests of the pharmaceutical industry to whom these atrocities are 
like manna from heaven. I do not aa if paid advertising in- 
fluences this. 

I have a better notion why public platforms ostensibly dedicated 
to the dissemination of scientific information are turned over to drug 
companies to launch programs of obviously biased drug promotion 
under the guise of scientific symposia. 

Even the platform of a Government agency has been perverted to 
introduce on the flimsiest evidence a new eae which later came under 
the fire of the Federal Trade Commission. 

In this case the abuse was so flagrant that it aroused effective protest 
from a small group of indignant medical educators. 

This latter phenomenon is so rare that one must wonder about the 
responsibility of the leaders and educators in medicine. 

Most face the problem with denial, complacency, or a sense of 
futility. Perhaps this is understandable in the light of the fact that 
the industry alone commands the resources necessary to make propa- 
ganda effective. 

How can legitimate education compete with the philosophy of the 
opium pipe and the carefully contrived distortions driven home by 
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the triphammer effect of weekly mailings, the regular visits of the 
detail man, the two-page spreads, and the ads which appear six times 
in the same journal, not to mention the added inducement of the free 
cocktail party and the golf outing complete with three golf balls 
stamped with the name of the doctor and the company in contrasting 
colors. 

While I feel that restrictive legislation is necessary to curb the 
excesses this is a partial answer at best. In all areas relating to the 
healing arts vulnerability and the facility and temptation to exploit 
it are so great the self-imposed restraint has always been considered 
a necessary prerequisite. If the industry could practice this instead 
of proclaiming virtue we would have the ideal solution. L 

t on unaware of any tendency in this direction and the internal 
problems in the industry are such that I see little hope for it. Rules 
of conduct are laid down but they are intended only as public relations 
gestures and their force is apparent rather than real, ; 

The older, well-established, conservative houses once did resist 
many of the abuses. However, the entry of newer, solely profit- 
oriented competitors has encouraged an ever-increasing substitution 
of the more profitable practice for the ethical, and all firms have 
found themselves under increasing pressure to adopt the practices 
in order to survive. 

One can no longer think of pharmaceutical houses as black or 
white. All are shades of gray and while some are almost black none 
to my knowledge is white. In this setting it is difficult to conceive 
of enforcement of rules of conduct from within since one hesitates 
to throw stones when his own house is made of glass. Participation 
in intraindustry meetings will convince anyone of this. It is my con- 
viction that unless sweeping reforms are instituted a ovr ethical 
house cannot survive in the present competitive wrangle. The pres- 
sure for those reforms will almost certainly have to come from 
without. 

An intelligent program of education should help but it is well to 
remember that it generally takes several years of intensive analytic 
treatment to significantly alter one’s belief in and need for magic. 
The abdication of leaders and educators in medicine is disturbing. 
Postgraduate medical education is their province, not the pharmaceu- 
tical industry’s. Unfortunately, I can contribute far more to a defi- 
nition of the problem than to its solution and I am not unapprecia- 
tive of the potential of the adversary they face. There have, however, 
been some encouraging moves by courageous medical educators to 
ascertain and disseminate unbiased information on drugs. 

Unfortunately the principal audience for this information consists 
of those who are already eaten There are far too many physi- 
cians who must still be taught the difference between a free golf ball, 
the magnetic personality of a detailman, and a scientific fact as 
criteria for the evaluation of a drug. It is of interest that the industry 
generally shrugs off these moves since experience has taught that they 
do not affect its best customers. 

Finally, I suggest with hesitation the consideration of a central 
agency empowered to approve or to disapprove the sale of drugs on 
the basis of objective evidence of efficacy and to ban misleading and 
ambiguous advertising and promotion. 





10376 ADMINISTERED PRICES 


I recognize that it will be virtually impossible to set up proper 
criteria but there are some areas where it is better to be guided by 
the dictates of good commonsense rather than tortured Jegal con- 
structions. 

It is a curious fact that as things stand now proof of the efficacy 
of a drug, to which some scientific rules can be applied, is governed 
essentially by the rule that anything goes if it cannot be shown that 
it probably will kill too many people who take it. 

On the other hand, a drug claim which is obviously misleading 
must be proved so by a process requiring the mental gymnastics of 
an insane philosopher. 

Surely a panel of experts who can distinguish between privilege and 
license, charged with the responsibility for protecting medical care 
can make these decisions better than someone who has something to 
sell, and who simply makes business decisions. 

I cannot believe that a distraught mother whose infant lies desper- 
ately ill faces the same problem and emotions that she does in select- 
ing a cereal from the supermarket shelves. 

While the physician is interposed between the patient and the 
drug industry there is a chain of responsibility and each member 
must accept his share. 

Drugs are a part of medical care and medical care has unique re- 
quirements. If the industry cannot exercise the necessary restraint 
it should not be free to exploit the privileges. 

It is this the industry fears most since so much of its sales volume 
is dependent on exploiting the privilege and since it recognizes the 
danger of being hoist by its own petard. 


I know of nothing more likely to generate the pressure necessary 
to persuade the ete clean its own house. ' 


Senator Keravuver. Thank you very much, Dr. Console, for your 
analytical statement, which I know has been in your heart and mind 
for some time. I know it is not éasy for you to present this state- 
ment, since you are a practicing physician. 

During the 5 years when you were the chief medical director for 
an ethical pharmaceutical manufacturer, were there meetings of other 
medical directors of other companies to discuss these problems that 
you have talked about ? 

Dr. Consore. Yes. The present PMA or Pharmaceutical Manu- 
facturers Association is made up of two groups, of which I am well 
acquainted with only one, which was the ADMA, or the American 
Drug Manufacturers Association. This essentially is a trade organi- 
zation in which members of the industry got together in order to dis- 
cuss common problems. It is divided into many sections, there being 
a section for medical directors, a section for research and develop- 
ment, a section for other branches of the companies. And I attended 
several meetings of the medical directors, in which many common 
problems were discussed. I would like to point out at this point that 
the industry does make contributions. 

For example, one of the things that this group did was to organize 
a committee to investigate blood disorders resulting from drugs, some 
of the toxic manifestations or complications of some drugs... Partic- 
ularly in this area of blood dyscrasias, some are fatal and they con- 
stitute one of the serious problems in the evaluation of drugs. Partic- 
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ularly since there is no method at the present time which will 
accurately predict which drug will produce this effect. 

It is a problem that everyone is interested in, and they really work 
hard on trying to find a method to determine this hazard or this 
liability of some drugs. But in addition to work of this type, other 
things came up, such as some of the practices that were frowned upon 
even by industry members. I was never impressed that anything was 
done. There was a lot of discussion of these practices, rules were laid 
down, but it was quite clear that they were intended primarily as 
public relations gestures rather than as an honest attempt to do 
anything about it. Nothing ever came of it. I never saw anyone 
censured. I never was aware of any practice being discontinued be- 
cause it was brought up at this meeting. 

Senator Keravuver. That is the American Drug Manufacturers 
Association that you are referring to. That group and another as- 
sociation merged, resulting in the Pharmaceutical Manufacturers 
Association, as you said. 

Isn’t. there a code of ethics—I believe you discussed that on page 
14—developed by either the ADMA or the Pharmaceutical Manu- 
facturers Association ? 

Dr. Consote. Yes, there is. I am not well acquainted with it be- 
cause it was drawn up after I left the industry. As I recall, one of 
the doctors who made a statement a month or so ago did go into it in 
some detail. I do know that some of the rules in that code were orig- 
inally presented at a meeting in about 1953, or 1954 of the ADMA 
as a list of rules that was supposed to determine advertising and pro- 
motion pract.ces. After discussion it was tabled, and I never heard 
any more about it. 

I heard at a later date that, it was reconstructed by somebody in 
one of the companies in the advertising and promotion department, 
but I don’t believe it got very far at that time, and I understand at the 
present time it is part of the present code of ethics. 

Senator Krrauver. Do you know of any company that has been 
reprimanded or penalized for violation of this code? 

Dr. Consotz. I know of none. 

Senator Kerauver. What is the purpose of the code then, Doctor? 

Dr. Consotr. I think you would have to ask them that. 

Senator Hruska. Would the Senator yield at that point ? 

Senator Keravver. I yield. 

Senator Hruska. Doctor, you say you know of no incidents where 
there has been any reprimand or any discipline or any attention called 
to the enforcement of these rules. Didn’t you just say a little while 
ago that all this came about after you left the industry, the formula- 
tion of these rules of conduct ? 

Dr. Consotz. Yes. The present code of ethics came about after I 
left the industry. 

Senator Hruska. So that if there were any reprimand, if there 
were any discipline or anything like that . 

Dr. Consore. I would not know about it. 

Senator Hruska. So it is not that you are in a position to know. 
You would not want the committee to understand that you were in 
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a@ position to observe and to know, would you? I just wanted to bring 
that out in all fairness to yourself. 

Dr. Consotz. Well—— 

Senator Kerauver. My question, of course, related to the time that 
you were medical director of Squibb, and meeting with other medical 
directors. Then you did have some codes or rules to go on during that 
time, or part of that time, at least under the ADMA. 

Dr. Consote. Yes. The unwritten rules, and even those written 
into this one policy that was presented to the ADMA were not different 
then from what they are now. The present code is not anything new. 
These are rules that have been understood for as long as I was in the 
industry. 

Senator Keravuver. That goes back to 1950 when you first went to 
E. R. Squibb & Co. ? 

Dr. Consotz. That’s right. When I say I am not aware of anyone 
being reprimanded, I merely speak from the experience I had durin 
the time that I was in the industry, when these same rules pertained. 
What has happened since then naturally I cannot answer for. 

Senator Kerauver. Yes. I wanted to ask you only about things that 
weré within your experience during these 7 years that you were with 
Squibb. The present code which was prepared May 24, 1958, by the 
Pharmaceutical Manufacturers Association board of directors 1s al- 
ready in the record but should be referred to at this point. 

(The document referred to exhibit 239, may be found on p. 10530.) 

Senator Keravver. Is it the feeling of medical directors such as 
yourself that you should have the veto power over promotion mate- 
rial and advertising and statements on the efficacy or therapeutic value 
of drugs? 

Dr. Consotz. If you have the rules there, I think it would be 
interesting to read the one that pertains to that. 

Unless I am mistaken, it merely says “review” and has nothing to 
do with veto power. 

Senator Kerauver. In connection with what is put out, I know 
there are variations for different drug companies, and some may give 
their medical directors more authority in this regard. But in your 
opinion should the medical director have the final word on what is 
going to be said about medical qualities and side effects of drugs put 
on the market ? 

Dr. Consotz. Yes, the medical director generally has a rather large 
staff behind him. He has at his command an enormous number of 
consultants. He generally has a better than speaking acquaintance 
with the authorities in most fields. It is simply a matter of picking 
up the telephone and asking any of these people what they think about 
something, or holding a conference with them and getting their 
opinions. 

So that when the medical director expresses an opinion regarding 
the ethical nature or the scientific validity of any advertising, he is 
not merely expressing his opinion. That is gathered from many 
sources, which I think can be accepted as being reliable, because most 
of these people are relatively unbiased. 

They have no ax to grind. 

Senator Kerauver. You are referring to medical directors. Then 
what happens in many instances when a conflict arises between the 
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romotion and advertising department and the medical director? 
ho has the authority ? 
Dr. Consotz. This varies from company to company. It would be 
awfully hard for me to give you any answer that would hold for all 
companies. In some companies the medical director is more or less 
a screen, and by that I mean a smokescreen. 

He merely throws a cloak of respectability over what are really 
business decisions. In other companies on some products he has the 
final word. Usually if the investment in a product has been large, 
and if it has great potential for sales, and particularly if the under- 
ground indicates that another company is going to market it, the 
medical director will be overruled. He has one vote. 

Senator Keravver. Article 6 of the present statement of prin- 
ciples of ethical drug promotion of the PMA board of directors, 
passed on May 24, 1958, as we have it here, states: 

All medical claims and assertions contained in promotional communications 
should have medical review prior to their release. 

So that your statement is correct. It is not a veto power; it is a 
review. But I think some of the companies said that they did give 
their medical director the privilege of equal power. Do you think 
that is not true in other cases ? 

Dr. Consoxz. I don’t know. I can’t speak for all companies. 

Senator Keravver. Of course. 

Dr. Consorz. I think that it is often a euphemism, but I think that 
in some companies it may be true. I do not know. 

Senator Keravuver. Dr. Console, you stated at the beginning of 
your statement that as the industry grew and as new and more profit- 
minded companies came into the picture, a number of well-established 
companies, were more or less forced to join the parade that you have 
described here, of promotion, extensive advertising, marketing drugs 
very often when their value was quite questionable; is that correct? 

Dr. Consoie. That is correct substantially. 

Senator Kerauver. And now the old companies feel that in order 
to hold their own, they have to go along with some of these practices? 

Dr. Consotz. That is correct. 

Senator Kerauver. You stated that there are four kinds of 
drugs—effective drugs prescribed only for patients who need them, 
those prescribed for patients who do not need them, drugs from 
which a patient derives no benefit or no more benefit than would be 
derived from an inexpensive substitute, and drugs which have a 
greater potential for harm than good. You state that in your opinion 
more money was spent on the promotion and development of the 
latter three classifications than the first classification; is that correct ? 

Dr. Consoiz. Yes. I think that follows from a simple considera- 
tion of the fact that in the case of a drug that has true merit, a drug 
that is effective and will specifically cure a disease, there is no need 
for any great amount of promotion. It is enough to state the facts; 
that this drug is available and it will do so and so. The doctor does 
not have to be convinced of this. It is in the area where one doesn’t 
have these facts that heavy promotion is necessary. Now a variation 
on this theme is that there are drugs which are extremely effective in 
a very narrow area. Offhand I think of intrinsic factor, which in 
patients with pernicious anemia can be extremely valuable, at least 
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when it first was discovered it looked like it could be used in order 
to eliminate injections of vitamin B,, and it could be given by mouth 
if intrinsic factors were given along with it. Now there are so few 
eos in the country with pernicious anemia that a company would 
nardly make very much profit if it sold intrinsic factor for this pur- 
pose alone. 

Therefore, attempts are made to indicate that it also increases the 
absorption of vitamin B,, in patients without pernicious anemia. I 
have not followed the final outcome of intrinsic factor, but certainly 
during the time that I was involved in it, there was absolutely no 
evidence that it increased the absorption of vitamin B,, in patients 
without pernicious anemia. Still the promotion tried to get across the 
idea that anyone who took a vitamin pill than contained vitamin B,, 
would be better off if his pill contained intrinsic factor. This spreads 
the use of the drug to a much broader area. It is this kind of thing 
that requires promotion and advertising. If you have a drug that is 
worthwhile and it is used only in patients who really need it, you 
don’t need any great amount of advertising and promotion for it. 

This is a fact and people will accept this. 

Senator Keravuver. It would follow, then, that if there were less 
stress on promotion and research in these last three categories, the 
cost of drugs to the pharmacist—and, therefore, to the patient in the 
first, letagtry—ecie be considerably reduced. 


Dr. Consorx. I think if we could eliminate only a part of the drugs 
in the last three categories; the cost of drugs would be greatly lowered, 
even if it meant increasing the price of drugs that are effective and 
are prescribed properly. 


So much of it—the waste—goes into these other areas; and, in addi- 
tion, the effort that goes into creating these atrocities is such that good 
research is very frequently postponed because laboratory personnel 
and equipment and facilities are limited. 

When a “crash program” comes along in which some product is 
being pushed in order to get it out before a competitor gets it out, it 
is not unusual for a worthwhile research program to be postponed 
so that the people can be taken off it to be put on the “crash program.” 
Very frequently some of these programs are never picked up again. 
7 sa I think that good research is actually hampered by this type 
of thing. 

Senator Keravver. Is there much of this type of research that you 
are talking about that really produces nothing worthwhile and is 
not intended to? 

Dr. Consorn. I think the majority of it is in that category. I think 
more than half is in that category, and I should point out that with 
many of these products, it is clear while they are on the drawing 
board that they promise no utility. They promise sales. It is not 
a question of pursuing them because something may come of it. It 
is quite clear that there is no point in pursuing this: that you won’t 
end up witha product that has any real value; but it is pursued simply 
because there is profit in it. 

Senator Krravver. Is there something in the pharmaceutical manu- 
facturing industry called a “muscle race” meaning the desire to get out 
first with some new kind of drug in order to capture a new market— 
and then everybody else feels that they have to follow suit? 
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Dr. Consoir. There is an enormous advantage in being first, par- 
ticularly with overlapping patents. Actually, while I was in the 
industry, patents were considered more or less a joke. It is awfully 
hard to get really good patent protection. As a result, there is an 
advantage in being first. 

If you can get in first, get your promotion program and your trade 
name est: tblished, you have an enormous advantage. So that much 
of the rush to get something onto the market is based on that simple 
fact. And I think it is an obvious one. 

Senator Kerauver. We have figures showing that advertising and 
selling expense represents 24 cents out of ever y sale dollar of drugs, 
whic h would make about one-fourth of the total, or about $500 mil- 
lion a year in the ethical pharmaceutical manufacturing industry. Do 
you think anything like that amount is justifiable and necessary for 
proper servicing of the pharmacist and the physician? 

This material goes to physicians entirely, I take it? 

Dr. Consort. I think, if it were used as education, that this would 
be an excellent service. But I am afraid that too much of it is not 
education. Too much of it is of the nature of what I described. 
Therefore, no, I don’t feel it is justified. 

Senator Keravuver. All right, Senator Hruska ? 

Senator Hruska. Doctor, what were your duties when you were 
with the industry as chief medical director? 

Dr. Consote. That is a big order. 

Senator Hruska, Give a rough description of it—approximate 
description of it. I don’t mean in detail—your daily routine—but 
in general what was your province? 

Dr. Consore. Let me put it this way. As medical director, I rep- 
resented the last word on the professional and medical aspects of 
any problem that came up, whether it was advertising of a drug, 
whether it was creation of a new drug, whether it was a conference 1 in 
which some research was discussed, should it be pursued, should it 
not be pursued. I had a staff whose jobs were to have drugs evalu- 
ated and to get papers written on drugs. 

Senator Hruska. How big a staff was that ? 

Dr. Consorx. It varied anywhere from 6 to 12 physicians, and 
there was an ancillary staff of Ph. D.’s and people who did other 
types of work on labeling, correction of copy, and so on. In all, I 
would estimate that there were in the order of 50 people in the de- 
partment. But the primary job of the medical director is actually 
to hold together the many functions of a medical division which have 
to do with the review of” advertising copy, primarily with the evalu- 
ation of new drugs. 

Senator Hruska. Did you have anything to do with sales, with 
the promotion ? 

Dr. Consote. I had frequent conferences with them. 

Senator Hruska. And with detail men, for example? Did you 
train them ? 

Dr. Consotr. Oh, yes; oh, yes. 

Senator Hruska. Did you coach them? Direct them? 

Dr. Consotz. Yes. 

Senator Hruska. Did you sit in with the board of directors or 
the general policymaking body of the corporation ? 
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Dr. Consoue. During the last 6 months or so, I was made a mem- 
ber of the executive management committee, which is the top group. 

Senator Hruska. But your duties were in the area that you have 
just described ? 

Dr. Consort. That is right. 

Senator Hruska. Did you have anything to do with the budget- 
making and the financing of the eaoumiiont: 

Dr. Consote. None whatsoever. 

Senator Hruska. That didn’t fall into your purview ¢ 

Dr. Consotz. None whatsoever. 

Senator Hruska. Have you had any experience as an accounting 
bookkeeper or cost accountant? You haven’t? 

Dr. ConsoiE. No, other than that I had to make out a budget for 
each year. 

Senator Hruska. For your department ¢ 

Dr. Consoiz. For my department. 

Senator Hruska. For the staff that you had? 

Dr. Consotze. That is right. 

Senator Hruska. And the activities which you had ¢ 

Dr. Consotz. That is right. No, I am not an accountant, a statis- 
tician, or an economist. I am a physician. 

Senator Hruska. So that when you discussed the matter of the 
three general classes of drugs that you outlined on pages 1 and 2 of 
your statement, and when you conclude by saying: 

If we include everything from research cost to the salary of detail men, the 
total cost of creating, producing, and selling drugs in the last three categories 
exceeds that of effective drugs properly prescribed— 
let me ask you on what you base that conclusion, Doctor. 

Dr. Consote. On 7 years of experience. 

; ae Hruska. With everything except finances of the corpora- 
tion 

Dr. Consotz. I don’t follow “except finances of the corporation.” 

Senator Hruska. Your 7 years of experience to which you testified 
a little while ago did not go into budgeting and financing except for 
the budgeting of your own staff. It is hard for me to kind of under- 
stand why you indulge in a conclusion of that kind, which really is 
based on cost accounting. And you make a conclusion on it ap- 
parently with some assurance. Now, what kind of experience did 
you base it on ? 

Dr. Consotx. I don’t think that this need be based on cost account- 
ing or some knowledge of budgeting and finance for the company. 

Senator Hruska. Cost means dollars, doesn’t it, Doctor ? 

Dr. Consote. That is right. 

Senator Hruska. You have to get down to dollars, and when you 
deal with dollars and allocate them for one purpose or another, that 
basically is cost accounting, isn’t it ? 

Dr. Consorz. If day by day I am involved in the activities that 
are going on, naturally I will get an impression of the proportion of 
effort that is going into several different efforts. 

(At this point, Senator Kefauver left the hearing room.) 

Senator Hruska. Without knowing what the balance of the corpo- 
ration does? Your only contact, you testified, with financing was 
the preparing of a budget for your department and your staff. Do 
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ns know what the total budget of the corporation was, how it was 
roken down, and for what purpose it was used? And yet you under- 
take to say that a certain proportion is used for three categories in 
excess of what is used for one category of the four drugs that you 
described. It is a little farfetched, isn’t it, Doctor? 

Dr. Consorx. No, I don’t think it is farfetched, if you will read 
my first paragraph in which I have said, “I can offer a distillate of 
my experience and the opinions I have formed as a result of that 
pa These are opinions and are intended to serve only as 

ides. 

"7 do not believe that it is my position to discontinue my practice 
in order to go out and get figures. I think that is the work of others. 
I was asked to give opinions based on my experience. I have given 
them as honestly as I could. 

Senator Hruska. The point is I don’t doubt your sincerity and 
your honesty. I think you have impressed the committee with it. 

at I am trying to get at is your qualification, your competence to 
speak in a field in which you apparently have had no past experience, 
no training, and in this instance no contact with that part of the 
activities of the company. It is no reflection against you, because I 
am sure from what you i told us you had your hands pretty full 
with the duties that you describe. 

Now, Doctor, I have been going through some of the testimony here 
with reference to our Seles the doctors who are quite a respected 
profession in America. I would like to refer to page 4 where you say: 


Too many physicians pressed for time would like to believe that medicine can 
be practiced with a thermometer and a bottle of pills. 


Then on page 5 your statement reads: 


The usual response of the average practitioner who is not and is not expected 
to be an expert in neurophysiology is to associate the two and to assume that 
they support each other. 

That is where you deal with the effect of a brilliantly and beauti- 

fully executed brochure, and apparently you feel that he is taken into 
camp by such a technique of sales. Then on page 7, you say: 
Here the physician is bludgeoned with a barrage of irrelevant facts he has 
neither the time for, the inclination, nor frequently the expert knowledge to 
examine critically. , 

(At this point, Senator Kefauver entered the hearing room.) 

Senator Hruska. On page 11, you say: 


It is not surprising that they— 
meaning the doctors— 


enter into a folie a deux and foster the delusion of advertising and promotion as 
postgraduate medical education. 
Finally, on page 16, you say: 


There are far too many physicians who must still be taught the difference be- 
tween a free golf ball, the magnet personality of a detail man, and a scientific 
fact as criteria for the evaluation of a drug. 

Now, Doctor, I assume it takes about a minimum of 10 years to 
educate a professional man such as a physician and surgeon. That 
is up to the point where he assumes practice if he doesn’t specialize, 
and beyond the secondary education stage. The excerpts I have read 
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from your statement are a pretty severe indictment of a professional 
scientific man, aren’t they, Doctor? Are they intended as such? 

Dr. Consotz. They are a severe indictment of some physicians. — 

Senator Hruska. Well, they are pretty sweeping, pretty sweeping. 
There are not many that you have excepted and exempted from those 
indictments. Is it your idea that the medical profession is a pretty 
shabby lot, that they are pretty superficial in their judgment of things 
and that they go for the fast buck and go on the basis of brilliantly 
and brightly printed brochures and pamphlets, forgetting all they 
learned in their university and in their medical college and all the 
medical and professional training they have, that they discard all 
that and say “Ah, here is a pill that is described in a brilliantly printed 
pamphlet, I will use it”? 

And the Hippocratic oath, they discard that? Is that the impres- 
sion you want to portray in your statement and in your testimony ? 

Dr. Consoiz. It seems to me that the conclusion that I have made 
few exceptions in yours rather than mine. I have not in any way 
implied how many I except or how many I do not. I have merely 
stated that there are physicians who do practice medicine in this way. 
I will stand by that. 

Senator Hruska. Well, the record will speak pretty much for itself, 
and I think upon careful study of it the committee and others who will 
read it will see whether the conclusion that I have drawn is more justi- 
fied or whether the one that you have drawn is. I am sure that there is 
carefully drawn language of reservation in your statement. But 
reading it as a whole, I wonder if it isn’t justified that its tenor and its 
apparent effort is to make the physician out as a simpleton, as a very 
gullible fellow, one who in a time-pressed career is willing and anxious 
to sacrifice all of his scientific and professional training and his decent 
motivation and he lightly and irresponsibly prescribed medication on 
the basis of “a 5-minute education Prot a detail man” and not on the 
basis of his professional Judgment acquired over years and years, and 
his feelings of decency and his feelings of the profession. At any 
rate, that is, I think, warranted, that one would be warranted in 
feeling that that is the impression that your statement and your 
testimony is calculated to make. 

Again I will leave that for those who will read the testimony and 
study it and make decision. 

I might say, Doctor, that that same indictment and that same effort 
to discredit, apparently at least a lot of them, maybe not all of them 
but a lot of them, extends to medical schools, to medical journals, to 
testimonials, to research, the pharmaceutical houses, and sometimes 
during the course of your testimony I wondered if there was anything 
right with anything. 

Senator Kerauver. Suppose you let the doctor answer. 

Senator Hruska. Am I justified in that? Would one be justified in 
drawing that conclusion, that the entire picture is that, Doctor ? 

Dr. Consorx. Sir, there is a lot good in medicine. I have not tried 
to portray the physician as a simpleton. I have tried to portray him 
as a human being. Even the most dedicated and the most sincere 
physician can, because of his own wishful thinking, make errors. 
These are human errors. As a psychiatrist, it is my job to recognize 
this kind of error. It does not mean that medicine smells bad or that 
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there are no good things in medical schools, in medical journals, or 
anywhere else. I have already said that I am more aware than most 
of the contributions that the industry makes. I simply want to make 
it clear that this is not the entire picture. I do not like to see the 
impression carried that the baby is so pure that it never needs a bath 
or that we cannot throw out the bath water without sacrificing the 
baby. I think the baby is extremely valuable. But I think that we 
can throw out some of the dirty bath water and end up with a more 
healthy baby. 

Senator Hruska. On the other hand, maybe some are interested in 
seeing that the baby isn’t portrayed in such a fashion that by legis- 
lation or otherwise you would want to throw the whole thing out, as 
you say, including the water. 

Senator Keravuver. Let him answer if he wishes to respond. 

Dr. Consotr. I don’t think I implied that. My final reeommenda- 
tion is that we get a panel of experts, and by that I mean those people 
in medicine who exist. These are not imaginary people. There are 
such physicians. I think they can make these decisions better than 
someone who has something to sell. If Iam wrong in that, then I can 
only say that my friends in the industry were right when they said, 
“You are a doctor; not a businessman.” I grant that. I am a physi- 
cian, not a businessman. 

Senator Hruska. But we have made a good deal of progress, haven’t 
we, in the last 10, 15, or 20 years in this very field in which you find 
so many black marks against medical schools, doctors, medical jour- 
nals, and the research efforts, the pharmaceutical houses? There has 
been a great, deal of progress, hasn’t there, and improvement, notwith- 
standing all that you say ? 

Dr. Consotr. An enormous amount of progress. There is no reason 
why we shouldn’t make more. 

Senator Hruska. But there has been, notwithstanding the dark pic- 
ture which you draw in your statement, justification for testimony 
such as that which we heard only recently that more than 3 million 
Americans living today would be dead if the Nation’s death rate had 
remained constant at its 1935 level. Testimony like this; that between 
1930 and 1950 the death rate for babies under 1 year was cut 57 per- 
cent, and for children 1 to 4 years was reduced 80 percent, and for 
children 5 to 14 years was reduced 71 percent, and that only as re- 
cently as the years 1930 to 1934, 1 out of 157 mothers died at child- 
birth. From 1 of 157 this number has been slashed to 1 out of 2,222 
in the 4 years ending with 1958. 

Senator Keravuver. Do you want to comment on that, Dr. Console? 

Senator Hruska. I haven’t quite finished my question, Mr. Chair- 
man. 

Since 1930 the testimony was pneumonia and influenza death rates 
have dropped off 68 percent and the death rate for such killers as 
gastritis, duodenitis, enteritis, and colitis has dropped off 82 percent, 
and in 13 years from 1944 through 1957 the death rate from tuber- 
culosis fell 80 percent. And the list of additional things is long. 

Now, having had that testimony in mind from its recent adducing 
here, and having in mind the rather critical attitude you have taken 
toward doctors, medical schools, medical journals, research activities,. 
pharmaceutical houses, all their activities and their attitudes, I want 
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to suggest that I find it difficult to understand how, with all of its in- 
adequacies, and granting the full import and intent of your statement, 
how could all of that improvement have been effected, considering 
that it was not effected by any one agency but all of these agencies 
and institutions which you seem to be indicting so severely ? 

Dr. Consorz. I think I am just as aware of these statistics as you 
are, perhaps even more so. You are trying to impute to me an indict- 
ment of medicine generally, and frankly I resent this. This is not 
the impression I tried to create; and, if such an impression is being 
created, it seems to me that you are creating it rather than I. I state 
without any hesitation or reservation or equivocation that there is 
much good in medicine, much progress has been made. I think there 
is something bad in it also. I would like to see some of the bad prac- 
tices eliminated in order that we can make progress at a greater rate. 

Senator Hruska. Well, as to the resentment, Doctor, let me tell you 
there will be tens of thousands of physicians and surgeons, many of 
the editors in the medical schools, many of the pharmaceutical houses, 
many of the millions of Americans who have benefited from their 
joint efforts in the field of health, who will resent also some of the 
slurs which I can see in this statement, and which they will see. 
And when the physician is spoken of as being “bludgeoned with a 
barrage of irrelevant facts” and when the statement is made that: 

There are far too many physicians who must still be taught the difference be- 

tween a free golf ball and the magnetic personality of a detailman and a scien- 
tific fact as criteria for the evaluation of a drug— 
I have an idea that the feeling of resentment will be quite severe. 
And if you have any resentment about my calling attention to the 
clear intentment of the entirety of the statement, I am sorry for it 
and I am sorry, but the occasion again was presented not by myself but 
by the statement itself and its author. 

Senator Krerauver. Do you wish to respond, Dr. Console? 

Dr. Consort. I don’t think there is any response necessary. 

Senator Hruska. Mr. Chairman, at this time I should like to read a 
telegram, because it fits not only into this general tenor, the general 
tenor of this testimony, but also because it bears upon the testimony 
given here by Dr. Bean yesterday. It is signed by L. H. Jacques, 
M.D., president of the Iowa Chapter of the American Academy of 
General Practice, and it is addressed to Senator Dirksen. 

It reads: 


Dear SENATOR: I have just finished—— 


Senator Keravuver. Senator Hruska, can we finish with this witness ? 

Senator Hruska. Mr. Chairman, in my belief it fits in with this line 
of testimony. 

Senator Kerauver. Very well. 

Senator Hruska. The testimony of the witness, and it is for that 
reason that I suggest it be read now. 


I have just finished reading an AP dispatch which appeared in this evening’s 
Iowa City Press Citizen relative to testimony given before the Senate Anti- 
trust and Monopoly Subcommittee by Dr. William Bean of the Iowa Medical 
School staff, Dr. Bean makes statements which I feel need clarification. He 
says, “Some medical societies are so beholden to some drug manufacturers that 
they won’t listen to criticism of the firm’s products.” 
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I have attended many State medical society meetings and many meetings of 
the American Academy of General Practice in Iowa and other States, and at 
the national level. Never have I had knowledge, first hand or otherwise of any 
medical society being subservient to any drug manufacturers free spending or 
otherwise. It is true that the planning and programing of any organized group 
requires funds and is expensive. Drug companies rent space for the privilege 
of presenting their products of research, and by so doing contribute to the 
dissemination of valuable facts and information. The rental money is used to 
defray the costs of obtaining scientific speakers and directly contributes to the 
quality of the groups “strictly professional and scientific activities ;” by so doing, 
I do not believe that “scientific activities dwindle in comparison with its com- 
mercial aspects” but rather the meeting’s quality is thereby directly enhanced. 
Dr. Bean states that “society officers urge everyone to register at each exhibit 
and remind the audience that the society is beholden to the exhibitors.” This 
registration is purely an act of courtesy to commercial exhibitions, a way of 
saying “thank you.” No individual or group is beholden to any commercial 
exhibitor and the implication is a reflection on a physician’s intelligence by 
implying that the drugs he prescribes and recomemnds will be those exhibited, 
and not those he considers to be for the best interest of his patient. Nothing is 
further from the truth. Many times I have heard scientific speakers at formal 
society meetings criticize drug products with impunity. 

It then became the prerogative of the free-thinking physician to choose 
whether or not he wished to use the product discussed and the duty of the 
manufacturer to improve the drug in question or have its sale damaged by 
failure of physicians to prescribe it. This, I think, is healthy free enterprise 
in which no one is beholden to anyone. I happen to be president of the Iowa 
Chapter of the American Academy of General Practice. An organization of 
family physicians who use, need, and whose patients benefit from, research done 
by good pharmaceutical companies. As a private practitioner I resent the im- 
plication that I, as a member or my society, am beholden to any so-called free 
spending drug manufacturers. I will conclude with the following bit of infor- 
mation. At our 1959 academy meeting in Des Moines, Iowa, Dr. William 
Bean was an invited speaker and was paid from our general fund. A portion 
of that fund is made up of contributions donated with no strings attached by 
commercial companies. So it is entirely possible that Dr. Bean himself has 
personally benefited from those sources he so unwittingly castigated in his near- 
sighted testimony. This letter may be used in your hearings as you so desire. 

Respectively yours. 


And it is signed by Dr. Jacques. 

Senator Krravver. I think in fairness we should give Dr. Bean 
an erg f to reply. 

(Dr. Bean declined to comment on Dr. Jacques’ wire.) 

Senator Hruska. I think that is entirely in order, Mr. Chairman, 
and I would be the first to afford him that opportunity, and I might 
say that it is only by this means so far ‘that we have been able to 
get any word from the American Medical Association or any of its 
affiliates or any of the physicians’ or surgeons’ associations, either 
national, State, or regional organizations. 

Senator Keravuver. Senator Hruska, I think that is an unfair state- 
ment. Of all the physicians who have appeared here, the company 

hysicians have far outnumbered the private physicians who have 

en invited by the committee. I think all of them are members of 
the American Medical Association, which has a committee to work 
on suggestions submitted to it. The associations will certainly be 
heard in due time, so that your remark doesn’t stand as a factual 
statement. 

Senator Hruska. If the chairman will yield, the statement does 
stand, because I limited my observation to medical associations and 
to testimony heretofore had and opportunity heretofore had. I under- 
stand that in due time the chairman may get around to calling them, 
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probably not until legislation is drawn. But, again, I want to say 
that the timeliness of it and the inability up until now to get the 
viewpoint presented to the public and to this committee as official 
organizations representing the rank and file of physicians and 
surgeons 

enator Keravver. We heard from the Arthritis and Rheumatism 
Foundation, when we were studying steroid hormones. We have 
been in touch with the American Medical Association, We did not 
wait for them to get in touch with us. We have been in touch with 
them to get ready and prepare for the hearing. 

The list of physicians who have testified was put into the record 
yesterday. 

Anything else, Senator Hruska? 

Senator Hruska. Not at this time. Thank you, Mr. Chairman. 

Senator Kerauver. Dr. Console, you were formerly a neurosur- 
geon and now you are a psychiatrist. 

Dr. Consorx. That is correct. 

Senator Keravuver. As an expert, wouldn’t you be able to dis- 
tinguish the good from the bad in advertising claims affecting your 
particular specialty ? 

Dr. Consotz. I should. 

Senator Kerauver. You should. But what if you were to evaluate 
something to do, say, with the liver? We had a discussion of the 
liver yesterday and also arthritis and fields that are not your specialty. 
Would you feel that advertising and promotion that you might see 
in those unfamiliar fields would be persuasive? In other words, 
‘do you think a doctor is human, just like anybody else? 

Dr. Consote. I am not sure what question you want me to answer. 

Senator Keravuver. I am just asking whether you, as a specialist 
in one field, are able to evaluate advertising and claims of pharmaceu- 
tical houses in some other field. 

Dr. Consote. In the first place my own training is rather eclectic 
particularly in view of my experiénce as a medical director. I had 
to cross all lines, but more important than that, there are some simple 
basic rules that can be applied to any kind of evaluation of a drug, and 
it. doesn’t make any difference whether that drug is in the area in 
which you are an expert or whether it is in any other area. 

What it calls for is some degree of expertness in experimental de- 
sign and the ability to distinguish what is evidence and what is not 
evidence. Now it,does not make any difference what field you apply 
it to. 

If the basic approach is at fault, then the product is at fault. It 
doesn’t. really matter whether the drug is finally used for a liver 
disease or for a gastrointestinal disorder, a cardiac disorder or any- 
thing else. 

Senator Keravver. The point I was trying to make is that Dr. 
Lehmann, who is a well known psychiatrist from Montreal and of 
course an expert in his field, stated that if he were called upon to pass 
upon promotion and advertising in some other field, such as steroid 
hormones, he would not have the expertness in that field that he 
does in his own. 

Dr. Consotz. That is correct. I would hesitate to make any state- 
ments about some aspects of steroids. If on the other hand I am 
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resented with the evidence for the eflicacy of a steroid or any other 

rug, and that evidence is based simply on testimonials rather than 
on scientific evidence, I think I am in a position to determine whether 
it is valid or not. without going into the details. 

Senator Keravver. Yes. Of course you had experience with most 
of these drugs in your position as medical director. But in any event, 
you don’t feel that it is a criticism of the medical profession to state 
that doctors are human, and that it is possible to mislead them in 
advertising and promotion, particularly in fields in which they do 
not specialize? 

Dr. Consotz. No, I think the vast majority of doctors try awfully 
hard to do a good job. I don’t think that they are deliberately at- 
tempting to mislead their patients or in any way to deceive them. But 
they are human, and as I said, they like to think that they help their 
patients. 

As I pointed out, it has been my. experience, and I am sure the 
experience of many others, that when you present them with valid 
evidence that a drug has no real value, and they have been using it 
with some feeling of confidence, just as the patient can get a feeling 
of security from a bag of asafetida, the doctor is a human being too. 
He gets a feeling of security from having a drug which he feels does 
his patient some good. 

When he finds that it really is a bag of asafetida, that what has 
been improving the patient or what has been making the patient feel 
better is essentially placebo effect he is quite disturbed by this. He 
feels almost as though you are telling him there is no Santa Claus. 
And this is only a human trait. 

Senator Krravuver. In your experience you have seen that happen 
a number of times? 

Dr. Consotr. Over and over again. 

Senator Krravver. So as I get it from your testimony, you give 
full credit and are proud of the progress that has bees made in medi- 
cine, in universities, and by the pharmaceutical manufacturing asso- 
ciations, but there are spots that ought to be cleaned up so that even 
more progress can be made. 

Dr. Consotx. That is exactly my position. 

Senator Kerauver. So there can be no misunderstanding about it, 
you left Squibb of your own volition ? 

Dr. Consote. I did. 

Senator Kerauver. Do you want to say why you left? 

Dr. Consote. I left because I felt that it was not my place, that I 
could not go along with some of the practices, which I felt were 
industry practices. Just so long as I felt that I had to contend only 
with my own associates, I was quite content to go along that way. 
But when I found that they were being influenced by practices that 
spread across the entire industry, it was obvious that I could not 

ossibly do anything about it, and I felt the best thing to do was to 
eave. 

Senator Keravver. So you have no particular criticism of Squibb. 
Your disillusionment was with the industry rather than with any one 
company. 

Dr. Consotr. No. Actually I feel that Squibb is one of those houses, 
the older well-established conservative houses that does try to resist 
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the abuses. But very frequently they are trapped into going along 
with some practice because not to go along with it would mean es- 
sentially being pushed out. 

Senator Kerauver. Would you amplify on that further? Do you 
mean that when a company like Squibb tries to resist these practices, 
as you say, they are pushed out of the market? Can you amplify on 
what you mean by that? 

Dr. Consorx. Well, to give a simple example, when there isn’t very 
much at stake, one can apply all of the rules. 

Let us take stability studies. In order to be certain that a drug will 
remain stable on the shelves, the drug is usually put into incubators at 
increased temperatures and at room temperature in an attempt to 
determine its stability so that the long-term potency can be determined. 

With a drug that does not have any great potential or is not one in 
which there is a lot of competition, some other company is about to 
come out with it, these drugs are given a certain period of study. 
When, on the other hand, there is reason to get the drug accepted by 
the Food and Drug Administration rapidly in order to get in before 
someone else does, everything possible is done to narrow these require- 
ments down to the absolute minimum, and if you can get away with it 
you narrow them down further. 

I think this is true in all areas, I think that the pressure to get: out 
in time, to get the advantage is such that there is some skirting of the 
ideal way of going at it, even though the ideal way is applied to other 
drugs where thispressure does not exist. 

Senator Kerauver. All right. Any questions by counsel ? 

Mr. Drxon. I think not, Mr. Chairman. 

Senator Kerauver. Mr. Chumbris? 

Mr. Cuumerts. I have no questions. 

Senator Keravver. Mr. Kittrie? 

Mr. Kirrrie. Just one question, doctor, at page 12 you make a state- 
ment, you say: . 

In modern times the anxiety is stirred up not by the epidemic of plague but by 
advertising and promotion. 

I don’t mean to so much quarrel with this particular statement, but 
to inquire what it really means. 

Who is at fault if all this that you describe isso? Is it a drug com- 
pany that is at fault or is it the public that is at fault or is it our way 
of life that is at fault? We heard witnesses yesterday talking about 
high octane feeling. 

Isn’t this a desire in the present American way of life? 

People want to feel better. They are searching for some answers. 
Can you really properly blame the drug companies? When you say 
“In modern times anxiety is stirred up not by an epidemic but by 
advertising and promotion,” is this correct? I mean you are a pys- 
chiatrist. Is anxiety created by advertising and promotion or is it 
created by conditions that exist? Is the present anxiety created by 
the drug companies or is it inherent in our way of life? 

Dr. Consort. I think T have tried to make it entirely clear that 
there are two sides to this, that patients have a need, doctors have a 
need, that they contribute to all of this. I still feel that in the area of 
the healing arts, anyone who engages in it must recognize that the 
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patient who is sick or the individual who is afraid of illness, or for 
that matter any injury to the body, there is a particular kind of 
anxiety that is stirred up. 

The physician who practices meets this every day in his practice. 
With some people the fear, the anxiety is such that the patient is left 
disorganized, totally helpless, and completely vulnerable. For any- 
one engaged in mos. hm or the healing arts, it is necessary that he 
respect this anxiety, not exploit it. It can be respected or it can be 
exploited. It is my feeling that it is exploited by the industry. Now 
insofar as advertising stirring up this kind of thing, too many 

eople feel that the so-called tranquilizers that exist today are new 
rugs, that they came out in the past 2 or 3 years. 

For anyone who is interested, I would suggest that you read an 
article in Coronet approximately 1953, if you are really interested I 
will get the reference for you, in which a drug very closely related 
to one of the present so-called tranquilizers is presented as the new 
drug to fight tension and anxiety. That drug sold quite well for 
several years. It never reached the popularity of the present tran- 
quilizers because it came before the period of the true tranquilizers, 
and “tranquilizers” is an unfortunate term. 

Drugs like chlorpromazine and reserpine should really be called 
antipsychotic drugs. They play a definite role in patients with 
psychoses. They were given the unfortunate term “tranquilizer” 


which had magical significance. With this advantage and the popu- 
larity to the point where the name of one of these drugs has become 
practically a household word, the idea that the bag of asafetida that 
1s going to cure all your troubles is available is carefully planted and 


all you have to do is sit back and once the snowball starts rolling just 
let 1t roll. Sure, this is part of-modern life. Patients do contribute 
to this. They are seeking something that is going to solve their 
problems. One can either take the position that this is a form of 
anxiety that should be dealt with directly as anxiety, or one can take 
the position that all we need do is to give them a bag of asafetida 
and let them feel that everything is well. It is my feeling that to do 
the latter is the wrong apinetaslh and anyone who is involved in the 
eee has his choice of doing one or the other. 

Mr. Kirrrie. If you practice medicine and you-have several patients 
coming in to see you, you discover probably fairly soon that at least 
half of these patients do not need any specific drug, that they are 
coming to see you because of anxiety. You have a slight suspicion 
that maybe giving them a tranquilizer or some drugs will do them 
some good. Are you going to tell the patient there is nothing you 
can do for him and let him go out and see somebody else, or are you 
going to try and c him one of these tranquilizers and hope that 
possibly it may do him some good ? 

What I am really asking is aren’t 7 blaming the industry and 
the physician for something over which they have very little control ? 
If you are a car manufacturer and some people start coming in and 
they want a car with 200 horsepower and you think that they really 
don’t need it, but they want it, are you going to tell them “No; we are 
not going to manufacture it” ? 

Dr. Consotz. I don’t know, maybe your casuistry is different from 
mine. In medicine I don’t believe it is a doctor’s job to give the patient 
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what he wants. It is the doctor’s job to give him what is best for him. 

Mr. Kirrrtm. How many patients do you turn away by telling them 
“There is really nothing the matter with you? You have some anx- 
iety which is not within the realm of medicine?” 

r. Consote. I really don’t know whether the way I practice medi- 
cine has anything to do with what we are talking about. I don’t know 
how many patients I turn away. I try not to turn any away. I try 
to treat my patients. 

Mr. Krrrrm. You see being a psychiatrist you have an advantage. 
If you can’t give him any medication you can probably give him some 
psychiatric treatment other than medication. 

)r. Consote. Yes; I use medicine and medication in my practice 
also, where I feel it is indicated. 

Mr. Krrrrm. Thank you very much. 

Senator Krravuver. The Coronet article that Dr. Console referred 
to will be made a part of the record. 

(The document referred to may be found beginning on p. 10592.) 

Senator Krravuver. Doctor, I want to thank you very much for 
coming down and giving us your views, based upon not only your ex- 
perience in your practice, but your experience in the industry. We 
know that you have left your practice today to come down and be with 
us and we are very grateful to you, sir. 

We are going to finish before lunch and Dr. Meyers is our next 
witness. 

The committee is glad to have as its next: witness—invited by the 
chairman to testify—Dr. Frederick H. Meyers, whose biographical 
sketch will be made a part of the record at this point. 

(The document referred to follows :) 


FrepericK. H. MEyErs,. M.D. 


Graduated University of California Medical School, 1949. 

Assistant professor of pharmacology, University of Tennessee, 1950-53. 

Associate professor of pharmacology, Cniversity of California, 1953 to present; 
also assistant clinical professor of medicine. 

Has written about 30 scientific papers, among them: “Characteristics of Cardio- 
genic Shock,” appeared in Circulation Research; “Comparison of Arterenol and 
Kpinephrine,” appeared in American Journal of Physiology; “Concepts of the 
Autononic System,” appeared in Journal of American Geriatric Society; “Con- 
trol of Bladder Function,. etc.,” appeared in Journal of Applied Physiology. 

Chapters in two books: “Psychopharmacology” and “Pharmacological Ap- 
proach to Study of the Mind.” 

Society membership: American Pharmacological Society, Society for Experi- 
mental Biology and Medicine, and American Therapeutic Society. 


Senator Keravuver. Dr. Meyers, you have a statement. Will you 
proceed ? 


STATEMENT OF DR. FREDERICK H. MEYERS, UNIVERSITY OF 
CALIFORNIA, BERKELEY, CALIF. 


Dr. Meyers. Mr. Chairman and members of the committee, I very 
much appreciate the opportunity to discuss this problem which is an 
important one not only from my point of view as a citizen in general 
but as the Senator has just pointed out, it poses a threat to the medi- 
cal profession as well. 
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There are many matters which the subcommitee has examined that 
I am not qualified to discuss. I am neither an economist nor an 
accountant. 

Whether drug prices are too high is a matter on which I do not 
claim competence although I cannot help as a physician making some 
observations. 

I do believe that I am qualified to discuss the question of the extent 
to which important new drug discoveries have stemmed from research, 
carried on by the American drug manufacturing concerns. 


NATURE OF AMERICAN INDUSTRIAL DRUG .RESEARCH 


I want to challenge the idea that research is a justification for the 
high drug prices in this country. Far from leading in drug progress 
it appears that our industry has usually followed and often after a 
clear lag. 


A. SOURCE OF PROGRESS 


The drug business makes many references to the patients benefited 
by the revolution in therapy of the past 25 years. The progress is 
real but how should we distribute our gratitude? 

Without going back too many years and penalizing our relatively 
young Seen, me provide some examples. Nonindustrial Amer- 
ican investigators provided the anticoagulants, anterior pituitary 
hormones and, with help from the British, the antithyroid drugs. 

Most of the progress has come from European and British re- 
searchers both industrial and independent. The antihistamines, syn- 
thetic morphine substitutes, the only recently introduced local anaes- 
thetic that has any real advaantage, new antimalarials (in spite of our 
own screening program), synthetic estrogens, insecticides and others. 
The most potent treatment for hypertension, the ganglion blocking 
agents, is British in origin. 

Reserpine, the most common treatment for hypertension, was 
brought to the attention of the British and Swiss by two Indian 
cardiologists. The first phenothiazine tranquilizers were synthesized 
in France and their significance, that is the idea of the tranquilizing 
drug effect, was developed by a French Army surgeon and by French 
psychiatrists. 

Oral insulin substitutes were French in origin really, although best 
exploited by the German drug trade. Penicillin is acknowledged to 
be a British discovery but it is not so freely acknowledged that in the 
wartime developmental phase, the significant technological advance 
was made in a Department of Agriculture Laboratory and that Amer- 
ican industry ventured no capital. 

The War Production Board ventured the capital. What has the 
American industry to its credit? Following the ideas of Dubos and 
Waksman, it screened a tremendous number of soil samples and has 
contributed many antibiotics beyond streptomycin. 

That is, once the basic work was done, the assets of the industry 
are such that they could throw a tremendous effort into this, and one 
must acknowledge that they have contributed antibiotics more useful 
or newer than streptomycin. 
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The hydrazides that are so important in the treatment of tuberculosis 
are American, You have already heard opinions as to how credit 
for the corticosteroids should be apportioned. I hesitate to reopen 
that discussion. 

I personally would have felt that the Diuril type of diuretic, in effect 
an orally active replacement for the mercury diuretics that had to be 
injected, is a great credit to the industry. 

Mr. Connor who appeared before you earlier, says in Drug and 

Cosmetic Industry that a discovery by Dr. Shartz of Boston— 
set off a race between several pharmaceutical companies to see which one could 
reach the goal line first. 
He seems to feel there was a certain inevitability in the development 
of this product of his. Actually I think he misunderstands the 
significance of the research and I tend to insist that he take some 
credit for it. 

Senator Kerauver. For identification, Mr. Connor is the president 
of Merck & Co. 

All right, sir. 


B. DIRECTION OF AMERICAN DRUG RESEARCH 


Dr. Meyers. The question is what then is the goal of this admittedly 
large scale laboratory effort of our industry? Partly to exploit and 
market these foreign and nonindustrial advances and compounds that 
I have mentioned. Mostly, however, to modify the original drugs, the 
drugs based on the real research as it were, mostly to modify the 
original drugs just enough to get a ae derivative, but not to 


change it enough to lose the original effect. 

This idea has been presented to you previously, and I can add only 
that the industry, the pharmaceutical industry, recognizes this as 
clearly as I do. 

Here for example, is a four page advertisement for a new dru 
which says with great pride that their product is not a “manipulate 
molecule.” When they have something new, they are willing to ac- 
cept the ideas that I am developing. 

Senator Krerauver. What is this advertisement ? 

Dr. Meyers. It is for a drug that has the trade name Librium manu- 
factured by Roche Laboratories. 

Senator Keravuver. Of the Hoffman-La Roche Co. ? 

Dr. Meyers. Yes, sir. 

Senator Kerauver. Let’s make it a part of the record. 

(The document referred to follows :) 
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FIRST OF A NEW CLASS OF THERAPEUTIC 
AGENTS FOR SUPERIOR, SAFER, FASTER CON- 
TROL OF COMMON EMOTIONAL DISTURBANCES 


Librium is in a class by itself—chemically 


Nota manipulated molecule, the structure of this new com- 
pound resembles no other drug; it is a product of truly 


original Roche research. 


Librium is in a class by itself—pharmacologically 


The unprecedented “taming” action of Librium in wild 
animals was confirmed in behavior studies of laboratory 


monkeys and rats. 


EFFECT ON ACTIVITY AND AGGRESSION IN MONKEYS’ 
Legend: activity aggression ---<= 
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Dr. Meyers. In the ere: way, by nature of a similar example, I 
show you this ad which says or implies that all. tranquilizers are as 
alike as peas in a pod. is is in relation to an advertisement by 


the Sandoz people which was torn from, I think, Modern Medicine, 
although it has appeared elsewhere. 


Senator Keravuver. What is the title of it? 
Dr. Meyers. The drug advertised is Mellaril. 


Senator Kerauver. We will make that an exhibit i in the record. 
(The document referred to follows:) 
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Dr. Meyers. Now this I submit as evidence that the industry recog- 
nizes the validity of the idea that I am developing, and to get a share 
of a significant market they will try anything, including honest 
advertisements. 

Sometimes not even a minor difference exists between different 
products. Sometimes it is not just a matter of even a minor manipula- 
tion of a molecule. 

Benadryl and Dramamine, for example, are the same compound. 
One is advertised by one company as an antihistamine, the other one, 
Dramamine, is advertised by another company, never as an antihis- 
tamine, only as a drug useful in preventing motion sickness. They 
are nevertheless different salts of the same compound. And why they 
were allowed to have a different generic name is a considerable puz- 
zle to me, since similar situations since then have not been handled 
in this way. Another example is a tranquilizer called Dartal and a re- 
lated compound called Trilafon. Now Dartal is so unstable, and you 
will notice that it is not provided in any injectible form because it 
decomposes upon solution. Dartal is so unstable that immediately it 
touches water it is converted into Trilafon. So these are in effect con- 
vertible to the same compound before they are absorbed by the patient. 
The thing that makes this especially interesting is that they were both 
patents by the same company, and one of them then licensed to an- 
other company. They are advertised separately, slightly different 
claims are made but therapeutically and chemically a few seconds 
after they are ingested they are the same compound. 

Senator Krrauver. What company ? 

Dr. Meyers. Searle, I am quite sure synthesized both of them. 
They continue to market Dartal; Trilafon is marketed by Schering. 


RESULTANT NEED FOR HIGH-PRESSURE SELLING 


I am not being merely tendentious in reviewing drug research in 
this way. I think this is the key to the problem that I think exists for 
the physician and the public because of the drug business. I think that 
because of the predominance of this kind of imitative research, every 
new market is rapidly divided among compounds that are roughly 
equivalent. It is this fact and not the rate of medical progress that 
accounts for the rapid obsolescence that manufacturers complain of. 

A new drug group, a new idea in medicine, will be judged by 
medical people largely on scientific grounds. The question of whether 
an oral hypoglycemic agent is useful or not or whether the idea of 
tranquilization is a valid one, these questions, the acceptance of a 
new drug group will be judged largely on scientific grounds, but 
selection of a specific drug from the group is an entirely different 
matter. 

When, after a drug group is introduced, a number of manufac- 
turers try for a share of the market, they do not, for reasons that I 
cannot discuss, choose to use price competition. 

The uniformity of prices, I am sure, will be established for you 
by people more competent than I am. 

Becher Keravuver. We have examined some drugs where, among 
the larger companies at least, there is a uniformity of price. Where 
a patent is licensed to smaller drug firms, there seems to be some 
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competition, But do you find that to be true generally in all ethical 
drugs, where a number of manufacturers try for a share of the 
market, that their prices do get to be the same 

Dr. Meyers. Identical. As I say, I introduced this apologetically. 
I am a physician, a teacher, rather than a drug salesman. But it is 
quite apparent, taking the broad spectrum antibiotics as an example, 
in my particular community for every broad spectrum antibiotic 
regardless of the trade name, additive, or gimmick introduced the 
price is 30.9 cents per capsule for all of them from every wholesaler. 

Senator Keravuver. That is to the druggist ? 

Dr. Meyers. To the druggist, yes, sir; I think there are similar 
examples, meprobamate, for example. There are evidences of price 
competition in some other drug groups. 

Senator Keravuver. All right, sir. 

Dr. Meyers. Well, then, instead of price competition, the manu- 
facturers will use any method that will establish their trade name 
in the mind of the physician. They are no longer advertising the 
drug group. They are no longer striving, to use the terms of the 
previous witnesses, to educate the physician, except that they are 
edueating him to choose their preparation, their trade name from 
among these roughly equivalent or almost identical products. 

Now these other methods include expensive and shifty advertise- 
ments in many forms. I say “shifty” in the sense that they conform 
to the minimum standard of the medium being used at the time. 

If a medical] journal has a certain standard, they will meet it, their 
detail men, their salesmen who are subject to no such discipline, 
will slide down a few notches, for ‘ake. It is expensive because 
the physician resistance must be overcome at any cost. If he tells his 
secretary, as many of us do, to throw out all the second class mail, 
it will be mailed first class with the medical directors name and home 
address in the corner. 

When this fails, they will be sent airmail. They will be mailed from 
other countries. Any device, regardless of its expense, will be used 
to overcome the physician’s resistance. Now some ads become so ex- 
pensive that they approach payole, if you are fairly rigid in this as 
Iam. Others are hidden in research costs as part of clinical investi- 
gation. When you talk to people in the trade, they do not talk about 
certain activities as clinical investigation the way they do before an- 
other audience. 

To me they talk about seeding. When they are ready to release a 
new compound, they don’t say we will get a clinical investigation at 
every medical center in the country. 

They say, “We are going to get the seeding from coast to coast 
and on this one.” 

Senator Kerauver. What does the word “seeding” mean ? 

Dr. Meyers. Much of what passes as clinical investigation from an 
accounting and advertising point of view is really an effort to get 
the drug used in a medical center before general release, to get a 
physician of some influence to use the drug as part of a clinical trial, 
often with perfectly good motives, but to establish the name and 
ability, if any, of the drug before its general release. 

This I regard as a form of advertising, because I do not. think it 
is a sincere effort to accomplish a clinical evaluation of the drug. 
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Senator Keravuver. Then after seeding occurs, what is done with 
the results? 

Dr. Meyers. By this time usually nothing. Usually the drug has 
ager been submitted to the Food and Drug Administration by 
this time. 

Senator Hruska. Doctor, what is its purpose then? What is the 
purpose of the seeding? 

Dr. Meyers. It is a way of introducing a drug to a medical 
centers and hospitals. I mention it because I think it should be clas- 
sified as advertising rather than research. 

Senator Keravuver. Are articles based upon seeding and advertise- 
ments based upon the results? 

Dr. Meyers. Not necessarily. Early in the investigation and eval- 
uation of the drug it is important that, if the drug is put out to a 
physician, that the results be fed back to the company, not necessarily 
to the scientific literature, which is something I would like to discuss 
in a minute, not necessarily fed back into the scientific literature, 
but essential that it be fed back to the company to become as of 
their application for approval from the Food and Drug Adminis- 
tration who require administration in a certain number of patients. 
Later on, when this application has been made, whether the individual 
physician regards this as a genuine research program or as a source 
of free drugs for his patients is Conasaiek It need not become 
part of any genuine research project. 

Senator Kerauver. I suppose the fact that it is being used by some 
medical center would be a talking point in favor of the drug. 

Dr. Meyers. Yes, sir. 

Senator Keravver. Is that part of the purpose? 

Dr. Meyers. Exactly. 

Senator Hruska. Of course if that use in the medical center was 
adverse, it was not a happy result or if there were detrimental results, 
that would show up, wouldn’t it? 

Dr. Meyers. Not necessarily, because the clinical evaluation of a 
new drug is not something that can be carried out casually in this 

way. It is sort of a game where the rules have to be followed or 
you will mislead yourself, because as the previous witness mentioned, 
all of us as physicians want to help people, and we tend to see good 
— from many things, unless we control our observations with 
the 

Senator Hruska. How long have you practiced, Doctor? 

Dr. Meyers. None, in the sense Of: private practice, I am a full-time 
university employee. 

Senator Hruska. You have never practiced ? 

Dr. Meyers. Not outside of the university, 

Senator Hruska. You have never had a private practice? 

Dr. Meyers. No, sir, except to an extremely limited extent. 

Senator Keravver. You practice in the university ? 

Dr. Mrrers. Yes, sir. 

Senator Hruska. What kind of practice is that? ’ ' 

Dr. Meyers. We are associated with a large teaching hospital. 
Any patients that I see are part of the teaching services of the medi- 
cal school. 
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Senator Hrusxa. So it is in connection with your teaching that 
you practice ? 

Dr. Meyers. Yes. 

Senator Hruska, I see. 

Senator Keravuver. All right, sir. 

Dr. Meyers. The same need to establish a trade name accounts for 
the many mixtures, combinations, and dose forms that are also used to 
obscure the therapeutic equivalence of a drug within a class, 


REMEDIES 


To further develop my ideas, I will outline what I conceive as pos- 

sible remedies of this. I regard drugs as being something different 

from 200-horsepower automobiles, to use your example, because the 

health and safety of the public is involved, and also the purchaser 

and the real consumer is in a uniquely dependent and vulnerable 
osition. The product is ordered for him by someone else but he 
as to pay for it. 

Unless competition more real than nominal develops the analogy 
to a public utility will become inescapable. 

I find this eventuality as threatening as does the rest of the medical 
and probably the general population. I will admit at the outset 
that the primary remedy lies in the hands of the medical profession. 
However, I can also suggest a few remedies other than resistance by 
the M.D. 

Senator Keravuver. Before you go on, what do you mean by the 
analogy to a public utility that will become inescapable ? 

Dr. Meyers. I am preparing myself actually to be receptive to some 
idea of additional control. If, as I am about to decide in my own 
thinking, not as an expert before you but in my own thinking, that 
competition is more nominal than real, this becomes in effect, not 
perhaps in the legal sense, but it, becomes a sort of a monopoly. The 
patient must have the services. He can’t get along without it any 
more than he can get along without gas and electricity. 

Senator Krrauver. That is something the medical profession and 
nobody else wants, but you are saying that unless something is done 
about it, unless there is price competition, this may be the result? 

Dr. Meyers. That the analogy will impress more and more people, 
and the medical profession will be involved in the same reaction 
toward this problem. 

Now of the remedies, one that has been suggested is prescribin 
by generic names rather than protected names, and I think this shoul 
be encouraged, of course, as you have suggested. There are two or 
three reasons why this would be of limited significance over the im- 
mediate future, and the influence of such a step could be considerably 
enlarged if, on drug patents, compulsory licensing were required on 
payment of a royalty, of course. Another useful step could be taken 
if each community had operating within it some yardstick of phar- 
macy costs since at the moment there is no standard by which practices 
can be judged. 

An obvious agency would be the hosiptal pharmacy, but these are 
usually profitmaking departments, often the only profitmaking depart- 
ment in a hospital, and they are often as expensive as any other 
pharmacy. 
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A real hope lies in consumer groups and any protection that they 
can be given in the form of exceptions from arbitrary price structures 
or insistence that they be serviced, will eventually weaken the price 
structure that is imposed on the ordinary retail pharmacist, but not 
imposed on volume traders, I think in fairness to the retail phar- 
macist, I should make clear that he cannot, for example, charge much 
less in my community than 14 cents a tablet for Miltown, whereas I, 
not as a patient but as a physician, can buy it directly from a large- 
volume trader for just a little more than what was mentioned in 
these hearings as the manufacturer’s price to the wholesaler. I can 
buy them directly for 5.9 cents each. 

n any case, the designation of generic names should be taken out 
of the hands of the drug trade. At the moment, they nominate the 
names and are in a position to make them as noneuphonious as pos- 
sible. I have in this prepared manuscript two rows of names. On 
the left, the generic name, and I think if you read them without any 
cues from me, you will find them difficult of pronounciation and also 
almost impossible of remembering. 

Senator Kerauver. How do you pronounce that top drug? 

Dr. Meyers. Methaminodiazepoxide, I think, but I’m not certain 
since it is completely artificial. I am sorry that I don’t have journals 
with me because there are at least two drugs being advertised now 
where the sign to pronounce the vowel long is included in the ads. 

Senator Kerauver. How about the second one? 

Dr. Meyers. I would say isocraboxazid, prochlorperazine, piper- 
iodolate, thiopropazate, and thioridazine. Even though I am, so to 
speak, paid by the university to maintain a familiarity with these, I 
find it much easier to use Librium, Marplan, Compazine, Dactil, and 
Dartal, in spite of the similarity in names, and Mellaril. 

Since organized medicine is reducing rather than expanding its 
activities 

Senator Keravuver. Let’s go into that a little bit further. The 
company decides the generic name? 

Dr. Meyers. The company nominates the name. It can be reviewed, 
I think, by the council on drugs of the AMA. And there is, I am 
tempted to say, a nominal review by the World Health Organization. 
In practice, the industry is pretty much allowed to nominate the 
name on the basis of a real or fancied relation to the chemical name, 
They can take syllables from any part of the chemical name. 

Senator Kerauver. Who would you suggest would be the best qual- 
ified group in the industry to do that? Go ahead with your statement. 

Dr. Meyers. I will say that I am disappointed that the medical pro- 
fession has given up many of their activities in this field, and because 
they have, I think that the U.S. Pharmacopoeal Convention suggests 
itself as an eligible body. They have not altered their function as 
the professional function of pharmacy has contracted and for that 
reason I think a review of their mandate is in order. It would give 
them a function which I should think they would appreciate, because 
the influence of the USP thrinks annually and unless these generic 
names are disciplined, the USP will eventually become a dictionary 
of a nonsense language. 


Mr. Drxon. Doctor, wouldn’t you think that should be done an- 
nually ? 
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Dr. Meyers. I think there are a number of reasons why this is 
not feasible, and I am not as impressed with the rate of accumulation 
of new drugs as many people. Now there is no question, as I said, as 
the Senator has documented just a few minutes ago, of the tremen- 
dous changes in therapy. But the need to have included in the USP 
within 6 months or 3 months the latest minor variation of a drug 
where a perfectly useful member of the class is available, I don’t 
think is that important. The USP publishes supplements and an 
annual supplement, I should think, would be quite reasonable. 

Mr. Drxon. If that supplement were to come out every 5 years, 
couldn’t the drug come and go—— 

Dr. Meyers. Yes. 

Mr. Drxon. Before the information reached the doctor? _ 

Dr. Meyers. Well, the doctor wouldn’t use the USP in any case. 
I can’t think of any usefulness of the USP in the hands of the 
physician. 

Mr. Dixon. In its present form? 

Dr. Meyers. In its present form. 

Mr. Dixon. Go ahead. 

Dr. Meyers. I would suggest also that if generic names are not 
disciplined, if this sort of name is allowed to remain in use, that when 
the patent expires after the 17 years, if a public name has not estab- 
lished itself either because it is unpronounceable or because it has 
been subordinated in advertising, that the trademarked name become 
the generic name. . 

The second suggestion I make is that the Food and Drug Admin- 
istration be required to require evidence of usefulness as well as safety 
before a drug is released for sale. 

Senator Keravuver. You say useful—you mean efficacy ? 

Dr. Mevers. Efficacy ; yes, sir. 

Senator Kerauver. Go ahead. 

Dr. Meyers. At the moment, few drug applications need include 
only clinical evaluations of an inexpert sort rapidly performed. The 
Food and Drug Administration does not care whether the drug is a 
little better or a little worse than another member of the class. They 
are obligated only to pass on its safety. 

Senator Krrauver. It may be that some of the doctors at Food and 
Drug do care, but by law they are limited in function. 

Dr. Meyers. Yes, sir. 

Senator Kreravuver. Is that not true? 

Dr. Meyers. Yes, sir. 
eaieen Hruska. With the exception of five or six of the anti- 

lotics ? 

Dr. Mnyerrs. Yes, sir; they are separately certified. 

Senator Hruska. With those exceptions there isn’t any law 

Dr. Meyers. They are obligated only to pass on its safety, not its 
efficacy. 

Now, as a result, since only some evidence of human use without 
disastrous results is required, some of the work is pretty poor. I was 
going to, as an example of this, show a letter. I think in fairness to 
the man who wrote it, if it is made a part of the record he should not 
be embarrassed by my temerity in showing it. But I want to show 
you an example somehow of the kind of stuff that can be submitted 
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and, in effect, ask you if you think this is a scientific report useful in 
evaluating a new drug. 


Dear Leo: Just a hurried note the day before our departure to fulfill my 
promise to send you a brief report on RO5—0810 before I leave for Europe. The 
number of cutaneous infections which we have had available for this study 
during the past few weeks have been very few. 

There then follows a table of 2 inches typewritten in which the man 
summarizes 11 cases of whom one had serious reaction. 

He says: 


Studies will be continued by my associates during this fall, and I will try 
to have a more detailed report ready for you in the fall. As you know, I am 
going to spend the summer with Ronnie and Helen and await the birth of my 
grandchild— 


et cetera. 


Hope you and Laurie have a very pleasant summer— 
and so forth. 

This is taken from a new drug file, and certainly you recognize that 
I did not take this at random. The reason I would appreciate the 
physician not being embarrassed is that this man is thoroughly honest. 
He did not blow this up into three pages of a conventional report and 
obscure the fact that he has done very little work. 

Now, so long as this man did establish something about the toxicit 
of the drug, and it is perfectly all right for the purpose that the FD 
is now obligated to perform. 

Senator Hruska. May I understand what that matter is, from 
whom it is and to whom it is? 

Dr. Meyers. This is from a physician to the drug manufacturer 
and was submitted by the drug manufacturer as part of his new drug 
application. 

enator Krrauver. Was it submitted to the Food and Drug Ad- 
ministration ? 

Senator Hruska. The first time you said Food and Drug Adminis- 
tration. 

Dr. Meyers. Iam sorry. I should have identified it more clearly. 

Senator Hruska. Is this a letter from one of the staff of the Food 
and Drug Administration ? 

Dr. Meyers. No, sir; Iam very sorry I didn’t make that clear. This 
is a letter from a physician ilo haa obligated himself to evaluate this 
new drug. He made this evaluation, if you can call it that, returned 
a letter to the drug house, which then forwarded his letter to the 
Food and Drug Administration as part of the data on this new ae 
They, in turn, forwarded a file to the Council on Drugs of the AM 
for a judgment as to whether it shall be included. 

Senator Keravver. Let that letter be printed, but the physician’s 
name will be excluded, as you requested. 

Dr. Meyers. Yes. 

(The letter referred to may be found on p. 10583.) 

Dr. Meyers. I think a real evaluation, not just a rough screening 
for human toxicity, including a comparison with older drugs of the 
same class, should be required. None of the genuinely new drugs 
would have had their release delayed by such a requirement. No one 
is going to be denied the benefit of a penicillin by some requirement 
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that efficacy be demonstrated as well as the absence of toxicity, if 
indeed the toxicity screen is effective. 

The second suggestion is that before a drug is released for sale, the 
scientific studies, both laboratory and clinical, should be published 
for study and criticism by the whole medical community. Some of 
the criticism to which I am going to subject the physician is unavoid- 
able because the only source of information at the time a drug is re- 
leased is in the hands of the manufacturer and the Food and Drug 
Administration, not in the hands of the physician. The poor physi- 
cian could not evaluate a new drug even if he wanted to depend on a 
source other than industrial, because, as you can verify by just rap- 
idly scanning any medical journal, the references relating to new 
drugs are unpublished. For example this ad, there are six references, 
five of them are personal communications or case reports on file of 
the manufacturer. I think that if we are going to criticize the phy- 
sician that before a drug be marketed the basis on which he is asked 
to use the drug should be available in the scientific literature, having 
been subjected to criticism by an editor, and available for inspection 
and criticism by people in the field, expert or otherwise. 

Mr. Dixon. You mean before it is marketed ? 

Dr. Meyers. Yes, sir; at the moment, there is no requirement that 
any material be available to me at the time I am asked to first use a 
drug, other than the packaging material, and the scientific studies on 
which the packaging information is based are not available to me for 
a more critical reading. 

Mr. Drxon. Would that take a great deal of time and would that 
deter putting the product on the market ? 

Dr. Meyers. Possibly as much as 6 months. 

Senator Hruska. What experience has the witness had with bureau- 
cratic procedures that he answered 6 months? 

Dr. Meyers. If we were talking about either the organization that 
you or I work for I wouldn’t say § months. This is a matter of get- 
ting it into a technical journal which still works a little faster than 
the university. 

Senator Hruska. What makes you think so? You see we are en- 
gaged right now in the patent Gad Where are are many, many patents 
just piled one on top of the other awaiting Government decision. Is 
there any reason that you think that this would not happen in this 
field if the procedure were used ¢ 

Dr. Meyers. That the delay might be in the Food and Drug Ad- 
ministration rather than in the scientific journal? I am sorry I can- 
not suggest any reason why it should not introduce additional delay. 

Senator Hruska. You make the statement here, “None of the 
genuinely useful drugs would have their release delayed.” Do you 
want to retract that statement ? 

Dr. Meyers. No, sir. I think that if evidence of usefulness of 
efficacy were submitted with an application, and if it were a drug as 
potentially useful as penicillin, we would see its processing speeded 
up. This has been done in the case of some drugs. 

Senator Hruska. But it hasn’t been generally applicable, has it, 
Mr. Witness? 

Dr. Meyers. Here I cannot testify as to FDA practices. 

Senator Hruska. And that is what I am asking about. 
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Dr. Meyers. No, sir. ; 

Senator Hruska. What do you know about procedures of this kind 
that led you to think you can say that they would not suffer any de- 
lay ? 


a 

De Meyers. Well, I have the impression that in the case of the 

highly useful polio vaccine, the routine was speeded up. 

enator Hruska. It can be expedited, but now we will be talking 
in terms of hundreds upon hundreds and perhaps thousands of these 
things within 1 year, perhaps paralleling the experience that the 
Patent Office has right now. 

Dr. Meyers. I think that the number of new products is less than 
400 per year, and of these only a few are et new drugs that 
would require clearance by the Food and Drug Administration. I 
think that the number would be 

Senator Hruska. But someone would have to determine whether 
they are genuine, wouldn’t they ? 

Dr. Meyers. Yes, that is right. 

Senator Hruska. So they would all have to be processed, wouldn’t 
they ? 

Dr. Meyers. Not all of the nearly 400, because many of those are 
just combinations of familiar drugs that do not have to be recleared. 

Senator Hruska. But who knows that? 

Dr. Meyers. At the moment, combination—— 

Senator Hruska. And how is that determined ? 

Dr. Meyers. At the moment, combinations and mixtures need not 
be reevaluated. If I want to put out a new mixture of aspirin, phena- 
cctin, and caffein, this is already, so to speak, acceptable. The num- 
ber, I should think, would be closer to 50 or 60 than 400. But I can- 
not either testify as to the FDA routine nor can I be optimistic about 
the chances of it being: 

Senator Keravver. I think your point is that in the case of really a 
great cure, like penicillin, medical and public demand and the urgency 
of the situation would see that it was not delayed unreasonably. 

Dr. Meyers. It would be delayed for a time for scientific evalua- 
tion, but not needlessly. 

Senator Hruska. I still don’t understand who would make the 
determination whether it is something new or. whether it is simply a 
compound, an additional compound. Would the applicant do it? 

Dr. Meyers. No, this is the Food and Drug Administration’s re- 
sponsibility. ; 

Senator Hruska. So that they would have to process all of these 
things, whether they are new drugs or not? 

Dr. Meyers. Yes, but they would not require new data on them. 

Senator Hruska. No, but they would have to process them. 

Dr. Meyers. Yes, sir. 

Senator Hruska. You see we haven’t had any testimony from the 
Food and Drug Administration. We haven’t had the benefit of their 
advice nor of their procedures, nor of their capabilities. So that is 
why I am asking you in your knowledge, which apparently you must 
have had some basis for, I am asking you why you think there won’t 
be any delay. 

Dr. Meyers. Only that if a drug is highly promising, it has been 
processed in the past. But I may be attaching too much significance, 
say, to the polio vaccine. 
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Senator Hruska. Don’t you think every drug that is sponsored by 
someone is the most promising in the world ? 

Dr. Meyers. I think judgments can be made. 

Senator Hruska. By whom? 

Dr. Meyers. Youare right. There has to be a decision. 

Mr. Drxon. Doctor, on that point, within the 60-day limitation in 
which the Food and Drug Administration must pass upon a new drug 
application or else hold it up for stated reasons, is it your point that 
at least during that period of time this same information that is sub- 
mitted on its efficacy could be circulated ? 

Dr. Meyers. In my opinion, none of the currently submitted files 
that I have seen would allow the kind of judgment as to efficacy that 
I think would be useful. I think it would require that the drug be 
studied longer and to a greater extent before it was submitted to the 
Food and Drug Administration. 

Mr. Dixon. There would be something to both ? 

Dr. Meyers. Yes, sir. 

Senator Hruska. The tests for toxicity are relatively simple as 
opposed to the tests which would be used for determining usefulness; 
isn’€ that correct ? 

Dr. Meyers. Yes, sir. 

Senator Hruska. And it would take more preparatory material ? 

Dr. Meyers. Yes, sir. 

Senator Hruska. It would also take a greater and a longer time and 
more discrimination to pass judgment on those, wouldn’t it, for the 
purpose of usefulness ? 

Dr. Meyers. Yes, I think your point is well taken. 

Senator Keravuver. All right, will you proceed ? 

Dr. Meyers. The reason that I think that we should insist that 
scientific studies be published is that the medical journals are not at 
the moment requiring this, even though several of them have this as 
an implied regulation in their poljcies for passing on copy. Then, of 
course, on the other advertising media the medical journals would 
have no jurisdiction. So I think the function would have to be dele- 
gated to someone else. 

Now, finally, I would like to discuss the responsibility of the physi- 
cian in this matter from a sympathetic but critical point of view. 
Confused by 400 new products per year, of which obviously only a 
few can have lasting value; catia by the most skilled suveusiern 
by mail, salesmen, journal ads, and other sources of information that 
are at best incomplete, and at worst dishonest; with his postgraduate 
training, not nearly to the same extent his undergraduate training, 
with his postgraduate training weakened by the participation of in- 
dustrial organizations in the activities of his professional societies; 
and with the buffer of a medical press which, in my opinion, is 
biased in favor of the drug trade between him and the leaders within 
and without the profession, it is no surprise that he often prescribes 
drugs uneconomically and even, although less often, unscientifically. 

The physician would be able within a few months to abolish a big 
fraction of the problem of the high cost of drugs by rejecting biased 
information. In my experience, he is receptive to advice and soon 
demonstrates that his loyalty is to his patients rather than to the drug 
industry, if what I will refer to as my point of view is presented. 
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At the moment, however, he is, because of these advertising tech- 
niques, he is getting only the industry’s side of the picture. I do not 
insist upon showing this material, but if you are interested in the 
techniques by which the drug industry can exploit fairly regular chan- 
nels of scientific information, if you question that he is getting large- 
ly the industry’s side of the picture, I would be glad to show, for 
examples, supplements to journals given over to the material on a 
new drug largely from the industry. Here is one published by a 
State university press at a meetin —— by two State uni- 
versities to introduce a new drug. The book is sent with the compli- 
ments of the manufacturer to every physician. These are not subject 
to real editorial discipline, and the idea of a State university medical 
school or of a county chapter of an academy of general practice spon- 
soring, giving their oo 100 percent to the introduction, the ex- 
ploitation of a single new drug, I think suggests that I am not 
exaggerating in saying that the industry is tremendously effective. 

Senator Krrauver. We would like for those to be made a part of 
the files, but not copied in the record. 

Dr. Meyers. I would be happy to provide them. 

Senator Kerauver. For examination by members of the commit- 
tee and the staff. 

Dr. Meyers. Fine. 

Senator Keravver. And the public generally. 

Dr. Meyers. So that in addition to the regulatory steps that I have 
suggested, I think it is essential that the attitude of the medical pro- 
fession be changed. I think that a good first step would be to make 
available to them some summary of the findings of this subcommittee 
of the attitudes that some people have here expressed in a form 
selected in a less biased manner than the ones that are now available. 
Again, I do not insist upon showing these, but I will mention that the 
medical press has been silent on the question of the physicians’ rela- 
tions to the drug industry and the physicians’ interest in these hear- 
ings. The former editor of the Journal of the AMA appeared at 
which time in the Washington News of the Journal of the AMA a 
brief note appeared. Since then, there have been two more brief 
notes, neither of which contain real information. They are more 
or less information about scheduling. 

Senator Keravuver. If you will leave that with the committee also. 

Dr. Meyers. All right, sir. 

Senator Kerauver. Thank you very much. You started to say 
something about the other matter. 

Dr. Meyers. I think this is less relevant. There are others. I am 
asking not that my point of view be presented, but that the physician 
be presented with at least both points of view, and at the moment the 
things that are available to him present only highly selected points 
of view. The Merck people, for example, have selected some questions 
and answers to establish a particular point of view, printed it ver 
nicely and mailed it to each physician. In the Journal of the Ameri- 
can Pharmaceutical Association, the material, I think, is even more 
grossly biased in its selection. 

Mr. Drxon. Is that sent to the physician, too? 

Dr. Meyers. No, sir. 

Senator Kerauver. Very well. 
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Senator Hruska, do you have some questions ? 

Senator Hruska. Just a few. 

Doctor, who is the dean of the University of California Medical 
Center ? 

Dr. Meyers. Dr. Saunders. 

Senator Hruska. How large a faculty have you, has that college? 

Dr. Meyers. We have around 140 full-time people plus many vol- 
unteers from the city, so that we have around 600 people who have 
some affiliation with the medical school. 

Senator Hruska. Are you speaking for the dean ? 

Dr. Meyers. No, sir. 

Senator Hruska. Or for the medical school ? 

Dr. Meyers. No, sir. I thank you for reminding me to make an 
explicit statement that I am speaking as an individual and not as a 
re oT of that faculty or the university. There is simply no 
oflicia 

Senator Hruska. You are a member of several professional organ- 
izations and societies? 

Dr, Meyers. Yes, sir. 

Senator Hruska. And associations. Your exclusion of representa- 
tion applies to them also? 

Dr. Meyers. Would apply to them also. 

Senator Hruska. You do not undertake to speak for them ? 

Dr. Meyers. No, sir. 

Senator Hruska. It has been indicated that you have written some 
books. What are some of the titles of them? 

Dr. Meyers. I have written chapters in books. One is a review 

ublished by the American Association for the Advancement of 
Solende called “Psychopharmacology.” I have a chapter in a book 
called “The Pharmacological Approach to the Study of the Mind.” 

Senator Hruska. What is your teaching subject, Doctor? 

Dr. Meyers. Pharmacology. ‘ 

Senator Hruska. Pharmacology ? 

Dr. Meyers. Yes, sir. 

Senator HrusKa. Doctor, on page 4 of your statement I refer again 
to the sentence reading, “Unless competition more real develops the 
analogy to a public utility will become inescapable.” 

You indicated that you are preparing yourself for a situation of 
more control. Would you amplify on that idea of yours? 

Dr. Meyers. I think we can agree that medicine is a profession and 
it is different from a business or a trade. I think that not only the 
attitudes of the profession but the legal attitudes regulating the pro- 
fession begin with the assumption that it is a different kind of func- 
tion. I feel that the provision of drugs is also a different kind of 
function, that it is different from automobiles or soap or any other 
commodity. It is different not alone because it affects the health of 
the individual. It is different also because of the marketing situation 
in which the individual does not choose the product that he is to buy. 

He accepts an order, so to speak, from the physician, and then has 
to accept from the pharmacist a particular product. without having 
any ability to bargain at all. : 

Senator Hruska. Now, then, as a result thereof what have you 
in mind? 
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Dr. Meyers. I have in mind that the present chaotic situation—I 
believe that it is needlessly expensive but, as I say, I do not pretend 
to be an expert in this area. Whether it is needlessly expensive or 
not—as I am firmly convinced that it is—it certainly is needlessly 
chaotic. The physician is confused and because of the physician’s 
confusion, whether the pricing policy is right or wrong, the patient 
often pays more than is necessary. 

Senator Hruska. And your idea is to have a Government bureau 
tell him what would be pretty good and what should be done. 

Dr. Meyers. No, sir. This is the last thing I want. I am hope- 
ful that a few minor remedies applied earlier will make any wide- 
spread planning unnecessary. 

Senator Hruska. But you refer to your remedies here and you 
turn over several of these activities to various governmental bodies. 

Dr. Meyers. I would be very happy. I would much prefer that 
the council on drugs of the American Medical Association reassume 
certain responsibilities. I am pushed to my attitude reluctantly. 
And if the council on drugs of the AMA will set up a useful program 
instead of abandoning even the start that they had, this would change 
my attitude. 

Senator Hruska. But your present feeling is that if that is not 
done, that you want it assigned to a series of Government bureaus 
who will go into that field and sort out the things that the doctor 
may or may not use for prescribing. 

Dr. Meyers. No, sir. I think I want something a little different 
from that. That is, I think you are extending my suggestion too far. 

Senator Hruska. I am trying to find out, doctor. I am not trying 
to put words in your mouth. I am trying to find out. 

Dr. Meyers. I think that one or two additional regulations might 
accomplish a goal that would not make any kind of—I mean the idea 
of a bureau listing acceptable and unacceptable drugs in a particular 
situation is offensive to me. But I think, for example, the suggestion 
— the efficacy of drugs be proven before they are put on the 
market. 

Senator Hruska. That is another way of saying “things that he 
can or cannot use,” isn’t it? 

Dr. Meyers. Well—but we are already doing that. 

Senator Hruska. In a limited fashion, not on usefulness. We are 
not doing it on usefulness, 

Dr. Meyers. No; on toxicity only. 

Senator Hruska. On toxicity. 

Dr. Meyers. That is right. In that case, yes, sir; I would—— 

Senator Hrusxa. And with the further exception of the antibiotics, 
the chairman reminds me. 

Dr. Meyers. Yes. 

Senator Hruska. But with the exception of that, we don’t go into 
usefulness. That is another way of saying what you are trying to 
avoid; namely, that they will be told what they can and what they 
cannot use. 

Dr. Meyers. Only within the contents of a very broad list; within 
a drug group the Food and Drug will certainly approve all of the 
antibiotics, say. 
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Senator Hruska. My, you speak with great assurance in a field in 
which apparently you have not had a great deal of experience, and all 
we have to do is point to the fields of additives now in the Food 
and Drug Administration, and sometimes the ideal which one has in 
his mind as being a pretty good setup becomes perverted and a little 
distorted, not because of anyone’s bad faith in this but because of his 
perhaps overenthusiasm in trying to get a good job done. 

I just wonder therefore. po, I ask if the form of control which 
you are advocating would not result in something that would say the 
doctor can do this but he can’t do that. 

Dr. Meyers. I would think of it as a long list of agents that were 
approved for marketing, and beyond that the physician would retain 
the same right to select that he now has. 

Senator Hruska. But that approval, under your idea, would be at 
the hands of a Government bureau ? 

Dr. Meyers. At the moment—that is my suggestion, not because I 
think it is optimal but because I think the other agencies who should 
have interested themselves have not. On the contrary, they have re- 
jected what responsibility they had previously assumed. 

Senator Hruska. And granted the continuance of that indifference, 
which I assume would describe here the situation. 

Dr. Meyers. Yes. 

Senator Hruska. You would resort to the system of a Government 
bureau which would tell them what that list of approved articles is; 
is that right ? 

Dr. Meyers. In the same sense that the agency now says this can 
be sold and this cannot. 

Senator Hruska. Yes; except expanded over a much broader and 
greater scope and plane. 

Dr. Meyers. The list would be based not only upon toxicity but 
upon demonstrated efficacy also; yes. 

Senator Hruska. And usefulness? 

Dr. Meyers. Yes, sir. 

Senator Hruska. Thank you. 

Mr. Chairman, one other question. It was with some interest that 
I followed your discussion in the opening pages of your statement as 
to the very small part, apparently, which you assign to American re- 
search in the matter of these new drugs and so on. 

Just in order that we may have a cross-reference on that to testi- 
mony which was given to this committee not too long ago, I should 
like to say that exhibits Nos. 223-226, or thereabouts, in the testimony 
given on February 23, 1960, deals with that subject in a more ex- 
haustive way, and with the help of the charts. I gave that by wa 
of reference because it is somewhat at variance—the tenor of that testi- 
mony is somewhat at variance with some of the conclusions which 
T read in your statement. 

Dr. Meyers. I feel that matters of opinion are not involved. 
This 

Senator Hruska. Exactly; it is historical material, sir. And it is 
on that basis that I call attention to these charts, because there seems 
to be some difference in the general conclusions. I don’t want to 

rejudge it. I don’t ask that it be judged at this time. I simply ask 
or a reference to that situation and that place in our testimony so 
we will get the whole picture. 
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Senator Kerauver. Very well. 

As I understand it, Dr. Meyers, you have taught and practiced phar- 
macology for 10 years, That is your business. You are saying in con- 
nection with this, that if it is harmful then it is ruled out now because 
of toxicity ; is that correct ? 

Dr. Meyers. Yes. 

Senator Keravuver. If it is for no worthwhile purpose, then that 
drug would be ruled out by the Food and Drug Administration ? 

Dr. Meyers. That is right. 

Senator Krerauver. I may say, Senator Hruska, before you became 
a member of this subcommittee, we had a full afternoon of hearings 
with reference to drugs where claims were made that they are worth- 
while for rheumatism and arthritis. The Arthritis and Rheumatism 
Foundation submitted and estimated that some $250 million a year is 
being spent on quack remedies that either had no value at all or were 
even harmful. They made the same recommendation, that if a drug 
had no value at all, it should not be put on the market. 

Thank you, Dr. Meyers; we appreciate your contribution. I think 
your recommendations and the benefit of your experience that you 
have presented to this committee will be very useful. 

Mr. Dixon. Mr. Chairman, before you close, Dr. David Rutstein of 
Harvard University was originally scheduled to appear yesterday. 
You will recall he sent a letter stating why he would be unable to ap- 
pear. I think this letter should be made a part of the record. It is 
very short. 


Senator Kerauver. Without objection, it will be made a part of 
the record. 


(The letter referred to may be found on p. 10584.) 


Senator Krrauver. We will stand in recess until tomorrow at 10 
o’clock in this hearing room. 


(Whereupon, at 1 p.m., the hearing was recessed to reconvene at 10 
a.m., Thursday, April 14, 1960.) 
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U.S. SENATE, 
SUBCOMMITTEE ON ANTITRUST AND Monopoty 
OF THE COMMITTEE ON THE JUDICIARY, 
Washington, D.C. 

The subcommittee met, pursuant to recess, at 10 a.m., in the caucus 
room, Old Senate Office Building, Senator John A. Carroll presiding. 

Present: Senators Carroll, Dirksen, and Hruska. 

Also present : Paul Rand Dixon, counsel and staff director; Peter N. 
Chumbris, counsel for the minority; Nicholas N. Kittrie, counsel for 
the Minority; Dr. John M. Blair, chief economist; Dr. Irene Till, 
re a Paul S. Green, editorial director; and Gladys E. Montier, 
clerk. 

Senator Carroti. The hearing will come to order. The distin- 
guished minority leader, Senator Dirksen, of Illinois, is here with us 
this morning. Senator Hruska was here but he had to leave for an 
Appropriations Committee hearing. The chairman of the subcom- 
mittee is necessarily absent. Senator Hart, of Michigan, has been in- 
disposed for 2 or 3 days, as I understand it. 

ur first witness this morning is a very distinguished scientist. 
We are happy to have Dr. Chauncey Leake here. Dr. Leake, will 
you tell us some of your background for the record? Then we will 
insert a biographical sketch of you. 

Dr. Leaxe. I will try to be as brief as I can, Senator Carroll. 

Senator Carroiy. May I say to you that you have some 32 pages in 
your statement. I want you to know at the outset that we will have 
your complete statement put into the record. You may summa- 
rize it, you may read it all, or handle it in any way that you wish, but 
at the outset I want you to know that your entire statement will be put 
into the record. 


STATEMENT OF DR. CHAUNCEY D. LEAKE, OHIO STATE 
UNIVERSITY, COLUMBUS, OHIO 


Dr. Leaxe. Thank you, Senator Carroll. I will be brief. My 
name is Chauncey D, Leake. I am a scientist with special interests 
in physiology, pharmacology, and, further, in the history and philos- 
ophy of science, medicine, and public health. 

Since 1955 I have served as professor of pharmacology at the Ohio 
State University, Columbus, Ohio, as well as lecturer in the history 
and philosophy of the health professions, and assistant dean of the, 
college of medicine of that institution. 
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Among my current responsibilities are the retiring presidency of 
the American Society of Pharmacology & Experimental 'Thera- 
peutics, Inc.; president of the American Association for the Advance- 
ment of Science; chairman of the board of the Federation of Ameri- 
can Societies for Experimental Biology ; vice president of the Ameri- 
can Association for the History of Medicine; president of the George 
Sarton Memorial Foundation, Inc.; member of the council of the His- 
tory of Science Society; member of the editorial committee of the 
Annual Review of Pharmacology; associate editor of Modern Medi- 
cine, Geriatrics, Excerpta Medica, and the Journal of the History of 
Medicine. 

I would like to make it clear that I am speaking here as an individual 
and not as a representative of any organization. 

I have been president of the History of Science Society, president 
of the Honorary Consultants of the Armed Forces Medical Library, 
and I am now vice president for the Society of Experimental Biolo 
& Medicine. I have acted as a consultant for the U.S. Public Health 
Service and for the various armed forces. I have attended interna- 
tional congresses on medical education (London, 1953), as well as in- 
ternational congresses of physiology (Zurich, 1937; Brussels, 1956; 
and Buenos Aires, 1959). I have taught physiology, pharmacology, 
and the history of medicine at the University of Wisconsin (1919-28), 
the University of California Medical Center at San Francisco 
(1928-42), and the University of Texas Medical Branch in Galveston 
(1942-55), where I was in charge of the health profession schools and 
hospitals. I have been associated with the Ohio State University 
since 1955. I have visited major laboratories for experimental biolog- 
ical and medical research in the major European cities, as well as 
in Leningrad and Moscow, the leading cities of Japan, and of Latin 
America. 

For most of my professional life I have been interested in the devel- 
opment of new drugs, that is trying to find drugs which will be an 
improvement on those already existing and which may be used for 
the benefit of people generally. I am concerned with drugs from the 
standpoint of their use in diagnosis of disease, in the prevention of 
disease, in the cure of disease, in the alleviation of the symptoms of 
disease, and from the standpoint of promoting optimum Leath. 

From my own research laboratories with which I have been in 
charge have come such practically useful drugs as spleen-marrow for 
the treatment of secondary anemia, divinyl-ether as an inhalation 
anesthetic, carbarsone and vioform as effective agents for the treat- 
ment of amebiasis and for the relief of acute diarrhea, amphetamine 
as a stimulant and as an agent to reduce appetite, and nalorphine, an 
antagonist to morphine. 

I am saying this, sir, simply to indicate the range of experience that 
I have had of a practical nature in this field. 

Senator Carrotu. Dr. Leake, at this time I will insert in the record 
without objection your biographical sketch. 

(The document referred to follows :) 


Dr. CHauNcEY D, LEAKE 


University of Texas Medical Branch, Galveston, Texas; physiology, phar- 
macology; Born, Elizabeth, New Jersey, September 5, 1896; married 1921—2 
children; Litt. B.—Princeton, 1917; M.S. Wisconsin, 1920; Ph. D. Physiol. 1923; 
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instructor physiology, 1920-23; Wisconsin; assistant professor of pharmacology 
1923-25; associate professor, 1925-28; professor California 1928-42; lecturer 
medical history and librarian medical school 1930-1942; vice president Medical 
Br. Texas, 1942—; Clendenning lecturer, Kansas 1952; president board of direc- 
tors of St. Lukes Hospital, San Francisco, 1937-39; Family Relations Center, 
San Francisco 1935-40; Honorary Award Int. Anesthesia Research Society, 
1928; Research and Development Board National Research Council; U.S. Public 
Health Service, U.S. Veterans Administration ; Chemical Warfare Service 1917- 
1919. AA. (Mem. CNT, Smith Award 1936-1943); Society of Experimental 
Biologists (vice president 1987-1939) ; fellow American Medical Association 
(honorary fellow College of Dentists) ; Physiological Society; Society of Phar- 
macologists (vice president 1939) ; History of Science Society (president 1936- 
1989) Historical Medical Association; fellow California Academy (librarian); 
Texas Academy; Morphine, Anesthetic Agents, Chemotherapy; History and 
Philosophy of Science and Medicine. 

Source: American Men of Science, 1955. 

Leake, Chauncey Depew. The amphetamines; their actions and uses. Spring- 
field, Illinois, Thomas, 1958. 167 p. 

The old Egyptian medical papyri, Laurence, Kans., University of Kansas Press, 
1952. 108 p. 

Some founders of physiology ; contributors to the growth of functional biology. 
Compiled for the XXth Int. Physiological Congress, Brussels, July 30-August 4, 
1956, Washington, 1956. 122 p. 

Can we agree? A scientist and philosopher argue about ethics. With Patrick 
Romanell, Austin, University of Texas Press, 1950, 110 p. 

(Entries limited to those after 1950. There are 24 entries by this author, 
some joint editor or author.) 


Senator Dirksen. Dr. Leake, could I ask you at this point are you 
still teaching at Ohio State ? 

Dr. Leake. Yes, Senator Dirksen. 

Senator Dirksen. Does that occupy most of your time ? 

Dr. Leaxe. It occupies a fair proportion of my time, I would say 


about a third to a half. 

Senator Dir«sen. I have been curious to know how much research 
work can be done at the various universities in these general fields, 
whether there is time to do anything or whether teaching takes up 
all the time. 

Dr. Leake. No, sir. When you ask me about teaching, I included 
both teaching and research in the times that I indicated. But I 
have many national and international responsibilities, and the Ohio 
State University is generous in realizing that my contribution in that 
way is to the credit of the university also. ' 

Senator Carroty. You may proceed, Doctor. 

Dr. Leake. Startlingly impressive in this is the Capers ac- 
celerating growth of the American pharmaceutical industry. Up to 
World War I, we were dependent almost entirely upon foreign 
drugs. 

The interrelations of the drugs, dye, and explosives industry were 
important factors in the preparation of Germany for its aggressive 
action in World War I. After World War I, we found it possible 
to develop an independent American drug industry. Thanks to ex- 
tensive realization of the significance of research in the development 
of new drug products, better than anything hitherto available for 
their respective uses, the pharmaceutical industry has flourished 
beyond anyone’s expectations. 

American physicians became interested in the evaluation of new 
drugs during the 1920’s. The American Medical Association ar- 
ranged a symposium for its Portland meeting in 1929. I participated 
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in this symposium. My discussion was published under the title 
of “The Pharmacologic Evaluation of New Drugs” (JAMA, 93: 
1632-1634, Nov. 23, 1929). 

It is a little amazing to me to discover how 30 years ago I antici- 
pated a great deal of what seems to be troubling us now. 

Senator Dirksen. Dr. Leake, I did not have the pleasure of hear- 
ing Dr. Meyers of San Francisco testify yesterday, but I did see an 
account of it in the press this morning, and I think since this thought 
is stimulated by what you say about foreign drug progress and 
progress in the American field, Dr. Meyers was quoted as saying: 
Far from leading in drug progress, it appears that our industry has usually 
followed, and often a clear lag. 

I use that only to inject this note. Years ago when I had to quit 
Congress because of an eye difficulty, I still did one job and that was 
to serve as Chairman of the Joint Committee on Appropriations and 
Armed Services in the course of which we spent I think some 50 or 
60 days in Europe. But the eye specialist said if I was going to 
undertake this assignment, they would find me a specialist in Europe 
and they did. 

They found me the best eye surgeon in Germany, and when I 
left my own doctor here, a top flight doctor said, “Now when you 
get over there, find out what is new, see if there are any new charts, 
any new data of any kind.” 

And so I became quite friendly with the European specialists and 
I told him that I had that mission. He laughed a little and he said 
“Oh, you are so far ahead of us in the United States that I can’t 
imagine that there is anything that we can send you certainly at this 
time. 

And while that was in the medical field, I wondered whether that 
obtained in the drug field just as well, contrary to the expression of 
Dr. Meyers of California? A, 

Dr. Leake. Well, I would say this: That certainly the American 
drug industry and American pharmacologists have been since the 
1930’s as active in the development of significant and important new 
drugs as any group of scientists anywhere. 

But this field is very international. All sorts of information, I 
would say, ideas and principles are exchanged freely as part of the 
scientific background we all have in this field. 

We have made many significant and important contributions, I 
listed a number from the laboratories that I myself have been in- 
terested in. We have developed in this country such drugs, for 
example, as ephedrin, as found by my friend Dr. K. K. Chen, now 
with the Lilly Laboratories. Insulin was a combined Canadian and 
American development. We have developed many sulfa compounds; 
many antibiotics are original in this country. On the other hand, 
many antihistaminics were first developed abroad. New drugs from 
crude sources, like reserpine from the Hindu plant, serpentina, came 
from abroad. Many types of drugs come from the Swiss, from the 
French, from the English, from the Germans. 

But in many ways the background for their development is general 
and varieties of all kinds of drugs develop in this country equally as 
quickly as abroad. 
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We searched carefully at the end of World War II to determine 
whether or not there were significant new lines of drug development 
among the Germans, and we found nothing really very startling or 
unusual. 

In 1929 I pointed out one of the objects of my discussion was to 
arouse physicians to an appreciation of the various factors involved 
in the indinins of new chemical compounds for medical use. An 
important aspect of the discussion was the focusing of attention on 
the rational clinical use of these new agents, as based on sound and 
unprejudiced pharmacological evidence rather than an empiric trial 
at the suggestion of interested commercial concerns. 

Intense and undignified commercial rivalry, as well as great in- 
terest in synthetic organic chemistry, is continually forcing the clin- 
ical use in diagnosis, therapy, or prophylaxis of new substances with- 
out a reliable scientific background. Seriously compromising the 
growth of rational medical practice, such procedures may induce 
another wave of “therapeutic nihilism.” 

These commercial efforts, however, are too often successful through 
the operation of rather obvious means, (@) the relative inactivity, and 
therefore nontoxic effect of the various materials; (b) the undeter- 
mined vis medicatria naturae and (c) the credulity of too many 
physicians. 

The introduction of worthwhile new chemicals for use in medicine 
requires the close cooperation of three distinct types of scientific 
endeavor—chemistry, pharmacology, and clinical study. No one is 
qualified to undertake the task singlehanded. Few institutions are 
properly prepared to do so. Several suggestions have been made 
regarding the promotion of this sort of cooperative research among 
—n noncommercial laboratories of university or institute 
caliber. 

The success of such undertakings in this country has been demon- 
strated in the prompt evaluation and subsequent extensive clinical 
use as early as 1929 of such agents as ephedrine, ethylene, insulin, the 
phthalein diagnostic dyes, sulpharsphenamine, and tryparsamide. 

The promptness and satisfaction with which these materials were 
introduced into general clinical use was due in large part to the com- 
prehensive, reliable, and high critical pharmacologic studies which 
were published before the agents were offered for medical trial, and 
which clearly indicated their toxicity and mode of action and sug- 
gested their worthiness in medicine. Physicians could furthermore 
trust the initial clinical reports on these preparations because they 
were based on unbiased observations carried out under controlled 
conditions at university or research hospitals. 

From such experience, I said in 1929, it is hoped that our com- 
mercial pharmaceutical houses may profit. To them medicine owes 
a great debt in assuming heavy financial risks in the promotion of new 
medicinals. It is suggested that these concerns avail themselves more 
fully of the facilities of university pharmacologic laboratories for 
the critical evaluation of new substances produced in their chemical 

lants. Such an arrangement might be profitable in many ways. 

e company would be assured of careful and unbiased judgment on 
the pharmacology, toxicology, and worthiness of clinical trial of their 





10418 ADMINISTERED PRICES 


new preparations while the pharmacologic laboratory might secure 
much needed help in the prosecution of more strictly scientific prob- 
lems. Many drug firms make the mistake of believing that their 
chemists can furnish trustworthy pharmacologic opinion. 

Clinical trial of new chemical substances should be made only 
after critical disinterested pharmacologic study has estimated (a) 
the pene toxicity, (b) the type and a mode of action, (¢) the 
worthiness of application to human beings, and (d) the reasonable- 
ness of replacing existing drugs. 

There is no short cut from chemical laboratory to clinic, except 
one that passes too close to the morgue. 

In this discussion in 1929, I pointed out that the sensible introduc- 
tion of new drugs requires close cooperation of chemists, pharmacol- 
ogists, and clinicians. Reliable pharmacologic study is necessary in 
the development of new drugs in order to estimate (1) toxicity, (2) 
type and mode of action, (3) worthiness of application to human 
beings, and (4) reasonable replacement of existing drugs. I said 
that physicians should not use new drugs in daily practice until fav- 
orable report from reputable clinicians in research hospitals have 
been’published in reputable journals. 

Research on drugs is a scientific proposition. This comprises the 
academic disciplines of pharmacology and toxicology. These dis- 
ciplines are concerned with the study of the action of chemicals on 
living material, whether the action is beneficial or not, or whether 
the living material is plant or animal in origin. The findings from 
this kind of scientific investigation are applicable in all the health pro- 
fessions, including medicine, dentistry, pharmacy, nursing, veterinary 
medicine, and public health, and in addition they are applicable in 
agriculture, industry, forestry, pest control, chemical warfare, law, 
criminology, and sociology. 

Enna words, the field of pharmacology really is applicable very 
widely. 

The essential aspects of scientific research on drugs are concerned 
with five basic pharmacological problems: (1) dose effect and time 
concentration relationships; (2) the localization of the biological site 
of action of drugs. 

Senator Carrott. What page are you reading from, Doctor? 

Dr. Leaxe. I am inserting, sir. I am reading from an address I 
gave on drug research, development, and promotion at a scientific 
conference of the Pharmaceutical Manufacturers Association in Chi- 
cago of February 8, 1960. I am trying to save time by reading this. 

The third pharmacological problem concerns the absorption, distri- 
bution, and metabolism of drugs in living material and their removal 
therefrom; (4) the mechanism of action of chemical agents on living 
material, and (5) relationships between the chemical constitution of 
drugs and their biological activity. 

These scientific research problems are appropriate for university 
laboratories or for private research agencies. The Phamaceutical 
Manufacturers Association has wisely suggested that any govern- 
mental funds available for drug research be turned over to university 
pharmacology laboratories for this kind of basic scientific investiga- 
tion. The findings from these scientific studies are usually made 
public in customary scientific channels, and thus various drug com- 
panies may use this information for development of specific products. 
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This is not to say that fundamental research is to be sharply divided 
from applied research. The two really run together. All first-class 
drug companies are engaged in fundamental and basic scientific re- 
search in pharmacology and toxicology. 

It is from these studies also that important ideas come that may 
result in the practical development of a useful and helpful new drug 
for some specific purpose. However, the major function of the dru 
company is the development of drugs for appropriate and usefu 
purposes. 

But now to return to the business of drugs. 

Historically, peoples in all parts of the world, in their search for 
food, have tested all kinds of plant, animal, and mineral materials 
in their area and learned by experience what they might eat. Thus 
the American Indians in Oregon found that eating the bark of a cer- 
tain tree would produce bowel movement. They then sensibly used 
this bark when they were constipated. 

In this way cascara sagrada came into medicine during the last 
century. This process has been going on since antiquity all over the 
world. 

As early as the second millennium before Christ the Egyptians had 
already codified this lore in a series of formularies recommending 
various crude drugs for use in various disease conditions as based on 
experience. 

I have personally examined some of these ancient papyri and indeed 
have written about them. They were simply a lot of prescriptions 
for crude drugs recommended for use on the basis of long experience 


in various diseases. Some of this lore persists amazingly, as in popu- 


lar beliefs in the value of honey. 

Actually there has always been a significant difference between the 
professional scientific approach to disease and its treatment by drugs 
on the one hand, and on the other hand, the more popular amateur 
approach, based on superstitious hope, with survival of folklore ideas, 
and compounded by ignorance and fear. 

Sometimes this basic ignorance of the people generally about dis- 
ease and its treatment with drugs can be helped by education and 
solid information. The Japanese people, for example, are highly 
sophisticated about health affairs, and do a great deal of treatment of 
themselves, without relying on physicians except in emergencies. 

This same sort of situation prevails among the Russians. In both 
instances it seems to me that the health of the people is pretty good. 
I think we should do all we can to help people know what causes dis- 
ease, how disease may be diagnosed and treated, but then most im- 
portantly of all, how diseases may be prevented and optimum health 
promoted. 

Historically there have been four phases in the way in which people 
all over the world have looked at health and disease : 

(1) the primitive beginning in ignorance and fear, when all sorts 
of superstitious nonsense was used to drive out the demons of disease, 
when astrology arose and when all kinds of unsatisfactory theories 
about disease were promoted, with much of this foolishness persisting 
to this day; (2) the period of accumulated experience on the part 
of a special group of careful observers of disease, physicians in par- 
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ticular, who gradually learned by experience what to do most satis- 
factorily in the management and treatment of disease when it comes 
along, and deriving a fee from treatment; (3) then with the rapid rise 
of verifiable Enemiaiine about the causes of disease, especially during 
the 19th century, there came the development of effective means for 
preventing disease, so that the preventive medicine and public health 
came rapidly during the 20th century, with enormous increase in our 
expected lifespan and with a real explosion of population, and (4) 
now, with such success in the treatment and prevention of disease, 
there comes for the first time in the history of humanity the possibility 
of turning our efforts to the promotion of optimum health. 

There is always a lag in keeping up with events. Physicians gen- 
erally over the course of centuries have developed their program on 
the basis of fee for service. This means that they are really inter- 
ested in the presence of disease since they derive their income from 
the treatment of disease. 

On the other hand, the medical professions have not yet worked 
out a satisfactory way by which individual doctors can earn a living 
on the basis of prevention of disease or on the basis of promoting 
optimum health. 

This is really a very important matter. We should do everything 
we can to help physicians work out an economic system whereby 
they can earn a livelihood on the basis of preventing disease among 
their patients and on the basis of promoting the optimum health of 
their patients. Toward this end all members of the health professions 
could work together. 


THE DEVELOPMENT OF PHARMACOLOGY 


To return to the business of drugs: many thousands of crude drugs 
were discovered by people everywhere over the centuries in the search 
for food or as a result of accidental contact with the skin. 

All kinds of crude preparations of plant, animal, and mineral ma- 
terials were used for the relief of various symptoms of various di- 
seases. Much of this lore was transmitted by slavish copying of old 
orn Some of it became systematized during the Graeco-Roman 
period. 

The Greeks made a great discovery during the fifth century B.C. 
This occurred at the Hippocratic School which developed around the 
health temple on the Island of Cos. Under the leadership of Hip- 
pocrates (460-375 B.C.), the Greek physicians began to realize that 
sick people generally tend to get well anyway. 

They learned that it does not seem to matter much what doctors do, 
sick people will tend to get well regardless. 

Often sick people will get well without any treatment at all, This 
principle became known under the Latin term, vis medicatrix naturae, 
meaning the healing power of nature. 

At the same time the Greek philosophers realized that there is no 
necessary relationship between sequence of events and a cause-effect 
relationship. 

The Greek physicians of the Hippocratic School realized it also. 

There is a ogical fallacy in believing, if a person is sick, and then 
is treated by a physician with a drug, and then gets well, that the drug 
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cured the disease. It is simply sequence of events when a sick person 
is treated with a drug and then gets well. The chances are that the 
sick person might have gotten well anyway. 

This problem still causes a great deal of confusion in the develop- 
ment of new drugs. It is now being worked out rather carefully 
by what is known as the double blind method in which neither the 
phonictan, the patient, nor the nurse knows what particular drug is 
being given to a large number of patients. 

The patients sometimes and at random get what is known as 
placebos. These are simply tablets made of milk sugar and which 
have in themselves no effect at all. By this method it can fairly well 
be discovered whether or not a new drug actually does produce some 
beneficial effect on a sick person. It is an essential method in con- 
trolling the clinical study of new drugs, so that physicians may really 
know whether or not the new drug does indbed. have a beneficial 
effect in a diseased condition. This technique was largely developed 
recently in this country by Dr. Henry Beecher, the distinguished 
anesthetist of Boston and his pupils. 

During the Roman period great practical advance was made in the 
handling of drugs. Galen (131-201 A.D.), the physician of Marcus 
Aurelius, wrote many great works on the management of disease with 
drugs, and so well described the use of crude drug preparations that 
they are still generally called Galenicals. Galen so skillfully devel- 
oped the “humoral” idea cf the cause of disease that it lasted well 
into the last century, and we still use some of the terms. 

The theory was that there are four “humors” making up the work- 
ing parts of the body. If these are in good balance, there is good 
health. The four humors were blood, phlegm, yellow bile, and black 
bile. Blood was thought to be the most full of life, being hot and 
warm in its qualities; phlegm was considered to come from the head 
and was cold and wet; yellow bile was thought to come from the liver 
and was thought to be warm and dry, and black bile was said to appear 
in the urine when a person was really very sick and was cold and dry, 
the nearest to death. This idea of black bile probably came from the 
terminal stages of malaria, which was the commonest disease in antiq- 
uity and which causes what is known as black water fever when deat: 
is near. 

If a physician thought that there was an excess of any one of these 
humors, he would try to remove it: thus, if there were an excess of 
blood, he would bleed from an arm vein; if there was thought to be 
an excess of phlegm, he would cause sweating and vomiting; and if 
there was thought to be an excess of yellow hile, he would produce 
purgation. He realized there wasn’t much he could do in the case 
of an excess of black bile. The terms still survive in our reference 
to individuals as “sanguine” or “phlegmatic” or “bilious” or “melan- 
cholic,” the latter being the Greek term for black bile. 

Drugs were classified as to their qualities of hotness, coldness, wet- 
ness, and dryness. Thus, if there was thought to be a deficiency of 
one of the humors, an appropriate drug would be given to increase 
that humor. Thus, if there was thought to be a deficiency of heat in 
the body, something hot, like black pepper, would be prescribed. This 
all seemed to make a lot of sense, and indeed it persisted well into the 
modern era. 
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During the Roman period, a Greek surgeon named Dioscorides, who 
served under Nero, wrote a large compilation of all the drugs known 
in antiquity. These formed the “materials of medicine” or what is 
called “materia medica.” Dioscorides tried to classify drugs in ac- 
cordance with their qualities. 

More importantly, he gave specific detailed information about each 
drug: its various names, where it came from, its effects on the body, 
the preparations that could be made from it, the dosages that would 
be appropriate, and the diseases in which it might be expected to be 
useful. 

This work served as a basic reference source for 1,500 years. 

With the rise of modern chemistry in the 18th century, largely 
under the influence of the great French chemist, Antoine Lavoisier 
(1743-94) who measured so carefully the chemical reactions he 
studied, it became possible to search for the specific chemical com- 
pounds found in crude drugs that might cause the specific effects of 
these drugs. 

The first such successful attempt was made by a pharmacist in Ger- 
many named Frederick Serturner (1783-1841). Te studied opium, 
a very important crude drug which had been introduced by the 
Arabian physicians around the 9th or 10th centuries. Opium is the 
dried latex from the unripe seed capsules of poppies. It was known 
to cause muscle relaxation, sleepiness, and very importantly, relief 
from pain. 

In examining opium, Serturner found, that by a simple chemical 
procedure, he could isolate from it a pure white crystalline compound 
which always has uniform physical and chemical properties. Since 
this was found to cause sleepiness and relief from pain in the animals 
in which he tried it, Serturner named it “morphine” from the Greek 
or Roman god of sleep, Morpheus. 

Morphine remains one of the most important drugs that physicians 
have, since it is amazingly successful iu relieving pain. 

On the other hand, morphine was found gradually by experience 
to have an undesired side effect. This is the development of a craving 
for it. Accordingly, efforts were made to find substitutes for it. 
These efforts are still going on. We want to find a drug that will 
relieve pain as satisfactorily as morphine, but which will not be 
addictive. 

It doesn’t look as though the search is likely to be very successful, 
probably because we all want to be relieved all the time from what- 
ever pain we may be feeling, whether actual physical pain or un- 
pleasant emotional pain. 

This same idea of making chemical improvements on natural prod- 
ucts developed rapidly during the 19th century when many other 
active principles were found from crude drugs. Since many of these 
were noted to be alkaline in character, they were called alkaloids. 
Now we know this is due to certain aspects of their chemical con- 
stitution, poreraany those associated with the atom nitrogen. 

One such alkaloid, for example, quinine, which has been isolated 
from cinchona bark, and which was found to be very useful in reliev- 
ing fever, became very scarce and expensive. Many efforts were made 
to find substitutes. These efforts resulted in the development of many 
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fever-relieving drugs, which also have been found to relieve conges- 
tive pain. These are drugs like the salicylates and aspirin. 

Similarly the recognition of the addictive properties of cocaine, 
which had been isolated from cocoa leaves during the 19th century, 
and which was found to be an extremely useful local anesthetic agent, 
led to the search for nonaddictive local anesthetics. There are liter- 
ally thousands of them. 

This matter of searching and finding the active principles in crude 
drugs still goes on. We have been successful in finding the active 
principles in many preparations of glands of internal secretion, such 
as thyroxin from the thyroid gland, or cortisone from the adrenal 
cortex. We have also isolated many vitamins in chemically pure form 
from complex natural vitamin preparations such as cod liver oil or 
yeast. We are now trying to find the active principles in chemically 
pure form from vaccines and other crude drug preparations which we 
still have to use. 

Meanwhile it had been discovered that methods could be developed 
for standardizing crude drugs. This was important for the purpose 
of assuring physicians that they would get always the same kind of 
an effect that they wished from the same dosage of a drug in different 
patients. It was necessary that drugs be standardized so that they 
could be accurately identified and so that adulteration could be 
detected. 

The first successful effort at the standardization of drugs was made 
in the 16th century by a young German physician named Valerius 
Corduis (1515-44). This brilliant youngster, who died so young from 
malaria, worked out a set of standards for crude drugs which was 
authorized by the Senate of the city of Nuremberg to be used by all 
physicians in that city. 

This was the first pharmacopeia. This system of standardizing 
drugs has become a recognized procedure for well-known and fre- 
quently used drugs. The first U.S. Pharmacopeia was adopted in 
1820, and have been revised every 10 years since. So many new drugs 
are coming along now that we have to revise our pharmacopeia every 
5 years. 

Tien many of our Federal and State laws require the use of phar- 
macopeial preparations these standards have considerable validity. 

Packages labeled “USP,” with reference to the particular edition 
involved, must conform to the standards set out, and if they are found 
not to do so, they may be seized and destroyed. 

This procedure assures physicians and patients that the drugs they 
get are really what is claimed for them on the labels. This is why 
the pharmacopeia remains so important for us. It is our major legal 
guarantee that drugs so labeled are really what they are claimed 
to be. 

Sometimes the pure chemical agent in a crude drug, which is re- 
sponsible for the crude drug’s effects, is not easy to be isolated or to be 
used in chemically pure form. 

This is the case in such a drug as digitalis, which has been used 
extensively and long for the treatment of heart disease. Neverthe- 
less, methods have been discovered whereby preparations of digitalis 
can be standardized, so that physicians get a uniform product, and 
thus can be assured that the same dose of the preparation will give rea- 
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sonably the same effects in different patients. This procedure is 
known as “biological standardization.” It is a technical method 
which is followed by drug companies to adjust different batches of 
the drug to the same strength. 

Many of these crude drugs actually have advantages over the pure 
active principles that may be in them. The gum, wax, chlorophyl, 
and tannin in the crude drug may delay absorption, and thus prolong 
action. 

When drugs are either available in chemically pure form, with con- 
stant: and unvarying physical chemical properties, or as standardized 
and biologically assayed preparations, they are ready for systematic 
pharmacological evaluation. 

This usually proceeds along a systematic way. Full information 
obtained in this evaluation should always be furnished to physicians, 
so that they use their judgment appropriately in applying this knowl- 
edge to the benefit of their patients. 

This evaluation includes first a consideration of the physical-chem- 
ical properties of the drug with data on solubilities, types of chemical 
reactions, and chemical affinities. 

There should then be study on the rates in which the drug is ab- 
sorbed into the body, if applied to the skin, inhaled, taken by mouth, 
or injected into the body. 

There should be ceil taveatiendine of what happens to the drug 
after it gets into the body. This should give details on the way in 
which the drug is broken down in the body and how rapidly this hap- 
pens. There should also be study on the rates at which the drug, or its 
decomposition products, leaves the body. 

The relationship between the rates of absorption of a drug and the 
rates at which it is destroyed or removed are important for physicians 
to know, in order that they may be able to judge how frequently a 
dosage of the drug should be administered so as to maintain the effects 
desired. 

These effects are dependent upon ‘the concentration of the drug in 
the part of the body on which it acts. This concentration is deter- 
mined by the dosage, and the relation between the rates of absorption 
and distribution of the drug and the rates of its destruction or re- 
moval from the body. 

There should then be systematic study of the toxicity of the drug. 
This should be estimated first on the basis of single dose with the 
effects produced, and the time at which harmful effects or death may 
occur, together with the symptoms producing death. 

Then toxicity study should include what effects are observed on 
long continued repeated administration of small doses. Since statis- 
tical factors are involved, it is necessary here to use many experi- 
mental animals. Often these studies may be made on mice or rats, 
so that a sufficiently large number of animals are employed to make 
the results statistically significant. On the other hand, it must always 
be borne in mind that mice and rats are not humans. 

The toxicity data that is obtained from such small animals, while 
important in the evaluation of the drug, may not give all the in- 
formation necessary to judge the possible dangers of the drug when 
given to humans. 
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The new drug should then be exhaustively studied with regard to 
its actions on living material. It should be determined what the dru 
does when it comes into contact with living material, at the point o 
contact. Information should be obtained as to its effects on various 
kinds of cells, and on the as systems which control the living 
activity of various kinds of cells. The action of the drug should then 
be determined upon various organ systems in the complicated mam- 
malian body, such as the central nervous system, the autonomic ner- 
vous system, the cardiovascular system, the renal system, the gastro- 
enteric system, the endocrine system, the metabolic systems, the skin, 
and the organs of special sense. This information should all be care- 
fully analyzed and as far as possible investigated from the standpoint 
of how the drug produces its effects. 

It is on the basis of the experimental study of the actions of the 
drug on living material and the ways in which these actions are pro- 
duced, that the drug may be appraised for its possible usefulness in 
various sorts of diseases. 

If the disease involves infection, then the action of drug on various 
kinds of infectious agents, whether worms, protozoa like those which 
cause syphilis, bacteria, or other invading organisms, can be studied. 
This chemotherapeutic evaluation was first systematically set up by 
Paul Ehrlich (1854-1915) when he introduced “Salvarsan” for the 
treatment of syphilis. In such a study the differential toxicity of the 
drug must be estimated for the invading parasites on the one hand 
and for the host tissues on the other. 

The idea is to try to get a chemical which will be very toxic for the 
invading organisms, but which will be relatively safe for the host. 
The antibiotics are quite remarkable in this regard. 

In the clinical evaluation of new drugs, human subjects are re- 
quired. The essential scientific information is obtained from experi- 
“res animals. This information then has to be applied to human 

eings. 

First, every new drug should be tried on healthy adult humans, 
preferably those advocating the new drug, in dider to determine 
what possible untoward effects might occur before it is used in sick 
people. I have had experience in this matter. 

Once I thought I could develop a swell new type of aspirin. The 
new drug, a furan derivative, worked beautifully on experimental 
a, producing blood dilution, relieving congestion and relieving 

ever. 

It seemed to be very nontoxic. When I took it myself, I found that 
it promptly relieved a headache, quite as regular aspirin would do. 

It looked to me as though it would be a fine drug. However, after 
taking another dose I discovered to my surprise that I had a very 
painful cystitis with extremely painful urination. The drug had 
deposited on the inside of my bladder, and it took quite a while to 
clear out. This kind of information is not readily obtained from 
experimental animals. 

hey can’t tell you about it, and post mortem studies in these days, 
this was back in the thirties, did not always study the inside of the 
bladder. We donow. New drugs should always be studied in healthy 
human volunteer subjects before being used on sick patients. 








10426 


New drugs then must be used cautiously in diseased conditions in 
which they may be indicated. Always there should be careful obser- 
vation to determine whether or not any allergic amram may occur. 
These allergic symptoms may come from any kind of a drug that 
will combine with amino acids in the body. 

And there are many such drugs. As Karl Landsteiner showed a 
half century ago, these combinations of drugs with amino acids may 
sensitize parts of the body and produce allergic reactions. This has 
been found to be the case, for example, with such a common drug 
as penicillin. Sometimes these allergic reactions can be very serious, 
and may even cause death. 

Also this kind of allergic reaction occurs with such drugs as a 

chlorpromazine. It may occur with aspirin. About 1 out of every 20 
patients will show an allergic reaction to aspirin. These must be 
studied always, however, in connection with development of new 
drugs. 
The clinical evaluation of a drug must proceed under controlled 
conditions, where statistical and double-blind methods are used to 
indicate whether or not the use of the drug has any advantages at all. 
The point always to be remembered is that sick people tend to get 
well anyway. 

Senator ae ate If you will permit an interruption, for the pur- 
pose of helping us understand this, take the common drug penicillin. 
One individual will perhaps take penicillin for a number of years 
and all of a sudden there will be a reaction to it which may be fatal. 
What is the reason for that? 

Dr. Leake. That is very hard to tell. We know very little about 
the sensitization of various parts of the body to chemicals, but it al- 
ways involves what is called an allergen, meaning something that 
will generate the reaction. In connection with drugs these “al- 
lergens” are combinations of the drugs with amino acids in the body. 

The sensitization involves genetic factors, it involves the condition 
of the tissues where the reaction nray occur, their vitamin stability, 
their hormone stability. It is a very complex matter. We are be- 
ginning to get some idea of it. 

Always the allergic reaction is a swelling. If it is on the skin it 
is sort of a weal or rash. If it is in the eyes and nose it is hay fever. 
If it is in the skull it is a headache. If it is in the lungs, in the 
bronchi, it is asthma. If it is in the bowel it is colic. If it is in the 
bone marrow it is agranulocytosis. 

Senator Carrotu. Are there chemical changes going on throughout 
the body all the time? 

Dr. Leake. Yes; of course. The body is a tremendous complex 
of dynamic change of thousands of chemical compounds, not all of 
which do we have much information on. We are learning more and 
more of this living chemical equilibrium all the time. This delicate 
balance can be thrown out locally, in some local part of the body, 
or generally. Even fever is an allergic condition involving cells 
all over the body. 

Senator Carroti. As I think you have indicated, this could happen 
at times even with the very common aspirin ? 

Dr. Leake. Yes, certainly. There is a risk always. 
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Senator Dirksen. Of course, that is true of foods also; isn’t it? 

Dr. Lxaxe. Certainly. 

—— Drmxsen. There are a lot of people who can’t eat certain 
things. 

Dr. Leake. Certainly. 

Senator Dirksen. Some of us swell like black poison toads so 
you never know. 

Dr. Leake. Certainly. These are the risks that there are in liv- 
ing. It all depends on balancing the hazards in connection with the 
use of a drug that we may have with the hazards of the disease against 
which we are using the drug. 

Senator Carrotn. Thank you. 

Dr. Leake. If the clinical study on a new drug reveals that it is 
relatively useful and safe, then it may be released for general clinical 
use. Ordinarily this is done in the United States through coopera- 
tion with the Food and Drug Administration. 

The Food and Drug Administration examines all data relating 
to a new drug. If this data seems to be satisfactory, and if there 
is no significant evidence of toxicity, either on single doses or on re- 
— administration, the drug may be “released” for general use 

y physicians, ordinarily on prescription only. 

Thus there is a long and systematic routine to be followed in con- 
nection with the development of new drugs. 

Often these new drugs come from empirically used ancient crude 
remedies, in which active principles are finally discovered. 

At other times new synthetic drugs are derived by chemical pro- 
cedures from naturally occurring materials, or they may be synthe- 
sized in such a way as to give new drugs that would qotetnesbty be 
better than those found in nature. With all the information avail- 
able from the pharmacological study of a drug, physicians are in a 
position to use it in accordance with their own judgment for the 
benefit of their individual patients. 

As I recently explained at a scientific conference of the Pharma- 
ceutical Manufacturers Association last February in Chicago, the 
essential information which every physician wants on a drug is: 
(1) the names by which the drug is known, and particularly clear 
indication of the public name of the drug, together with a full expo- 
sition of its chemical constitution and makeup, whether it is a single 
chemical agent or a mixture; (2) how it can easily and readily be 
identified; (3) what its physical and chemical properties are, so 
that some idea may be obtained regarding its solubilities and other 
aspects of its chemical behavior; (4) data on the absorption, distri- 
bution, metabolism, and removal of the drug from living material, 
with particular reference to the rates involved; (5) local action at 
the point of application to living material; (6) systemic action on 
the various systems of the mammalian body, upon particular organs 
in the body, and details of activity at a cellular level, on enzyme 
systems and on metabolic cycles; (7) toxicity on single or repeated 
doses, with symptoms and with specific data on terms of time-concen- 
tration relations and with methods of controlling toxicity; (8) recom- 
mended uses and reasons therefor; (9) data on controlled clinical use 
with analysis of effectiveness and with details of untoward reactions; 
(10) methods of administration with recommended dosage in terms 
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of mass of the drug per mass of living material; and (11) the prep- 
arations available. 

I would like to point out that often in the advertising of new drugs 
the reverse procedure is set up. The advertisement usually says what. 
the drug is used for, how much to use, what forms are available, and 
then some of the other essential information seems to be very inci- 
dental. This I don’t think is wise. 

Senator Carrot. How would the doctor get that information? 

Dr. Leake, Well, usually he gets it from brochure material that 
is sent by the drug manufacturer, and that usually is prepared very 
carefully. For example, the brochure prepared by Dr. Tank Burger 
for meprobamate was an excellent scientific document, fully docu- 
mented with all references and so on. It made a nice little book 
and most physicians keep that. Then I learned that the procedure 
is to send around flyleafs each week or so to remind the doctor about 
the drug, usually simply emphasizing the trade name and what to 
use it for. Usually the doctor throws that in the wastebasket. It is 
a reminder. Often the advertisements that appear then in the health 
professional journals are also considered to be reminders. They will 
just show a pretty girl or something of that sort with the trade name, 
and so on, and that is a reminder to the doctor to look up in the bro- 
chure then what the drug is about. But actually the doctor pays little 
attention to it. It is not informative at all. 

The error here is in the advertising policies. That has nothing to 
do with the drug manufacturers, I think they would be very sensible 
about this thing if it were not for the characteristics of American 
advertising. 

We have advertising policies developed along lines of persuasive- 
ness to encourage the purchase of cigarettes or food or clothes or 
automobiles or to take trips or go traveling or go to some movie 
or other and so on. Well, it is not relevant in my opinion to use that 
type of advertising with respect to drugs, not to the medical profes- 
sion. The medical profession consists of intelligent individuals. 
They want specific and precise information, and I don’t think they 
need to be persuaded by a picture of a pretty girl. They are ac- 
quainted with pretty girls. 

Senator Carroii. Doctor, you used the word “should.” You said 
the new drug “should be exhaustively studied.” Many times you 
use the word “should,” “information should be obtained.” Is this 
the practice? 

Dr. Leake, In part. Always when I use the word “should” I am 
trying to remind people of the responsibilities that they have if they 
wish to live up to the standards that we profess. 

Senator Carrotu. Are these responsibilities being met now ? 

Dr. Leaxe. I think increasingly; yes. I think this is largely a 
matter of education in connetcion with the businessmen who are con- 
cerned, and in particular I think with the advertisers. 

Senator Carrot. Is there any statutory duty ? 

Dr. Leake. I don’t think so. 

Senator Carrotu. Is there a requirement on the part of the Food 
and Drug Administration? In your statement on page 17 you say 


the Food and Drug Administration examines all data relating to- 


anew drug. 
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As a result of this examination, do they assume that the drug is 
satisfactory? When I say satisfactory, 1 mean that it is safe for 
human beings. 

Dr. Leake, Yes. 

Senator Carroti. Do they give out any information ? ; 

Dr. Leaxr. Oh, yes; yes, indeed. The drug is not made available 
until the Food and Drug Administration is satisfied as to the data 
submitted to them, toxicity and all. 

Senator Carrot. Is the Food and Drug Administration competent 
in this field ? 

Dr. Leaxe. Oh, yes. 

Senator Carroiu. Do they have competent scientists ? 

Dr. Leake. Yes, sir. 

Senator Carrotu. Could not the medical profession rely upon their 
reports ¢ 

r. Leake. Yes; and they do, but you see, we’ have many points of 
failure in communication. The American Medical Association for the 
benefit of physicians publishes accounts of new drugs in which is 
ov all the essential information that is available on it, This has 

en an important procedure of the American Medical Association 
pretty nearly for half a century. It has operated through what is 
called the Council on Drugs. The council consists of experts. They 
serve without compensation, and it is their judgment that is used in 
the basis of making reports to practicing physicians on new drugs. 

Annually this information is gathered together in a volume called 
“New and Non-Oflicial Drugs.” 

Senator Carroti. I would assume that many of these drugs are 
competitive ? 

Dr. Leaxe. Oh, yes. 

Senator Carroti. Under different names they can accomplish the 
same purpose ? 

Dr. Leake. Yes, but they may be differing chemicals too. 

But they may accomplish the same kind of purpose; yes sir. 

Senator Carroti. And they are manufactured by different mem- 
bers of the industry ? 

Dr. Leake. Yes, sir. 

Senator Carroti. Then it is a part, is it not, of an advertising 
scheme or program to convince them that drug A is more effective than 
drug B, although they both achieve the same end? 

Dr. Leake. Yes, but it is a little bit like the cigarette advertising, 
and I think you are aware of that. 

It gets rather narrow, because sometimes there is very little to 
choose. In my opinion it is the detail with which the essential in- 
formation as I have outlined it is made available, so that the physician 
may use his own judgment as to what to use the drug for. 

Senator Carrotu. Is this not true, that the physician seeking this 
information is looking for the drug that will produce the best results 
for his patients. Is he much concerned with the price of the drug 
itself ? 

Dr. Leake. Yes; I was going to add immediately to your state- 
ment—and with as little expense to his patient as possible; now physi- 
cians are alert to this ana have been for a long while. There are 
many factors that operate in this picture. 
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Senator Carrot. I observe, and I want you to correct me if I am 
wrong, that in many drugs that have perhaps a different chemical 
base, if I use the correct expression, but which are directed toward a 
type of disease, all of them have similar curative effects, but they also 
have the same price, so there is no price competition. 

Dr. Leaxr. And that is frequently the case with drugs that have 
come a the public domain, ioe on which the patent rights have 
expired. 

Renator- Cannas: I am not going to mention the drug—though I 
will if it is necessary—where as a result of excellent experimental 
work, one a had been granted a patent. They have had almost 
@ virtual monopoly in this field for a long period of time, but as a 
result of other experimentation, other firms came up with a differently 
named drug with a different chemical base to achieve the same desired 
end. But the price remained the same. There is no competition in 
price, though in a sense there is competition in the advertising and in 
the selling, 

Dr. Leake. Yes; I agree with you. There is competition in the 
advertising and in the selling, and the end result in the final price 
to the consumer comes out very closely the same because of ironing 
out effect of all these incidental costs in promotion and development. 

Senator Carrot. And you think that that is the reason that there 
is a similarity in price ? 

Dr. Leake. That is a factor, there are many factors. 

Senator Carroty. Will you proceed, Doctor? 

Dr. Leake. Yes, sir. The point that I was making with regard to 
the development of drugs is the kind of information that would really 
be helpful to physicians. It would be much more useful for a physi- 
cian, for instance, to be given the chemical formula of a new drug in an 
ad, than to be offered merely its short, snappy ‘trade name in big type 
alongside the head of a pretty girl. It might be assumed that phy- 
sicians are well acquainted with pretty girls. On the other hand, 
they are really not as well acquaintéd as they should be with the chem- 
ical makeup of new drugs, particularly when these new drugs are 
closely related to old drugs which they may know very well. 

The point, of course, is to give information about new drugs in a 
helpful and informative manner, rather than the flamboyant, persua- 
sive, exaggerated advertisements. It strikes me that the advertisers 
of drugs are really not very wise. They seem to think that physicians 
are, I was going to say simpletons, maybe they don’t think that, but 
at any rate the drug advertisers think that physicians may be per- 
suaded to use new drugs in the same way that people generally are 
persuaded to buy new clothes and new automobiles. 

The use of new drugs is really a very serious matter, involving the 
very life and good health of people. The advertising and promotion 
of new drugs should therefore be undertaken in a serious and really 
helpful manner so that physicians may really have the information 
they need when they propose to use a drug for the benefit of their 

atients. 

. The American Medical Association has recently adopted general 
principles regarding drug advertising in the American Medical Asso- 
ciation’s scientific publications (Journal American Medical Associa- 
tion 172: 453-455, Jan. 30, 1960). 
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These principles cover eligibility for advertising, suitability for ad- 
vertising copy, procedure of the AMA Advertising Committee, adver- 
tisements for specific types and classes of products and services, and 
justification of claims. 

These standards for advertising acceptance in regard to new drugs 
apply only for the Journal of the American Medical Association and 
to the specialty journals published by the AMA. 

However these standards could well be accepted by the publishers 
of other medical journals. Actually, however, these principles are not 
as strict nor are they as satisfactory as those which were in Sotes before 
World War II. 

In the promotion of new drugs by drug manufacturers and adver- 
tisers, it is assumed that physicians carefully read the elaborate bro- 
chures on new drugs which flood their desks daily. 

This is a false assumption. Most doctors simply throw these 
pamphlets in the wastebasket. These brochures usually follow the 
promotional pattern of emphasizing the trade name of the new drug, 
urging its use in certain diseased conditions, telling in what form it 
is available and what dose to use. Often included are blatant testi- 
monials. Essential pharmacological data is seldom offered. Then 
the ads in professional periodicals usually plug the trade name, merely 
as a reminder to read the brochure. 

This promotional procedure is wastefully expensive. The signifi- 
cant pharmacological information on the new drug is not offered. 
Even the detail men, who visit physicians regularly, seldom give the 
scientific background necessary for the sensible use of a new drug. 

Some reduction in the high cost of new drugs could be achieved if 
promotional efforts were simpler and more informative. However, 
in our profit economy, the consumer has to pay for the developmental 
costs of new products, and in drugs these are unavoidably high. 

It would seem that drug manufacturers themselves would be wise 
voluntarily to undertake to police their own advertising, This could 
be done by giving consideration to the essential information which is 
appropriate for any physician to know in connection with a drug. 
This kind of information would really be informative, and it would 
make the advertising sections of our health profession journals much 
more satisfactory and appropriate to the dignity of the health pro- 
fessions than is now the case. 

Senator Carrotu. If I may interrupt, and I just throw out this 
question because I am seeking information—assuming that this pro- 
motional procedure is expensive and wasteful, what difference does 
it make to the drug people since the prices are fixed anyway? If you 
take a look at their rate of return—— 

Dr. Leaxr. No. I don’t think, sir, if I might take exception, I 
don’t think that the prices are fixed and I think it happens that in 
the way in which our economy operates in connection with the various 
multiplicity of factors that are concerned here, they tend to come 
out if any reasonable net profit after all costs have been met is to be 
obtained. : 

Senator Carrot. Do you really think there is price competition 
in drugs? 

Dr. Tec Yes, I will explain some aspects of that later. 
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Senator Carrot. I would like to have your view on that because 
these are the things that have been concerning me as I have heard a 
part of this testimony. I was under the impression that there was 
perhaps not a conscious desire to have everybody charge the same 
price for a different trade-named capsule which is supposed to ac- 
comiplish the same objective and I would like to have some of that 
in the record. 

I understand this is a different type of industry than selling cig- 
arettes, but I would like to have some of that in the record. 

Dr. Leake. Yes, nevertheless, some of the same factors operate 
when you consider that the price for different brands of cigarettes 
comes out about the same. They are supposed to be in competition. 

Senator Carroty. Yes. Years ago I was on the Ways and Means 
Committee and we discussed that question and how they could have a 
ser similarity. We understand that is true with chewing gum, too. 

ut I wondered if this applied where there is a patent, where there 
is = nature of a monopoly and why they all seem to gear in 
together. 

rv. Luaxe. Let me explain if I may some aspects of that. This 
implies perhaps a critique of our patent law, and it is a matter on 
which I have thought for a long time in connection with drugs. Our 
patents now hold for 17 years, and this arbitrary date was fixed many 
years ago when conditions were quite different from what they are 
now. Seventeen years was presumed to give an inventor ample time 
to make a reasonable profit on his invention, and that is our principle 
and I think a very sound one. 

However, in connection with drugs, and it may be with other prod- 
ucts too, I am not familiar with that, but in drugs I know that an 
enormously long time may be involved in getting all the information 
necessary on a new chemical product in order to use it effectively. 

I will illustrate. I have just come from the annual meetings of the 
Federation of American societies for experimental biology in Chi- 
cago. Some 13,000 sipuniahenial bicheaitais were there, and many of 
them concerned with drug problems. 

Iam chairman of that institution. Among other matters, there was 
a large symposium on toxicology which I helped arrange, from the 
standpoint of considering the overall effects on society of our growing 
chemical industry, with an enormous number of new chemical com- 
pounds that we are using, which involves pollution of airs and waters, 
which involve pest control, biological fertility, all sorts of problems 
of this character. 

I learned, for example, at this session that within the past dozen 
years over 4,000 new fluorohydrocarbons have been made by chemists, 
all of which apparently have some biological activity ranging all the 
way from some which will produce anesthesia, and have been used 
for that purpose or are being developed for that purpose, to some 
which will produce convulsions in very low dosage indeed, and which 
may be used instead of electroshock for the treatment of diseases such 
as schizophrenia. 

It is necessary upon the first making of any one of these drugs, to 
obtain a patent on it. Now we simply do not have enough pharma- 
cologists available to study this number of drugs in the way that I 
have indicated should be studied, if we are to know the facts about 
them that may make them useful in medicine or in some other field. 
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It may take, for example, to successfully study this large volume, 
of a single class of drugs, remember, and there are many hundreds 
of similar classes of drugs—talk about a population explosion, we 
are having a drug explosion or a chemical explosion 

Senator Carrott. Who today in the Government or in industry, 
or anywhere in the Nation, is doing most of the basic and applied 
research in these various fields. 

Dr. Leaxe. I would expect in connection with chemicals that I 
am talking about, it is industry. As soon as the kinds of specialized 
problems arise of which I am talking, new drugs often come over 
quickly to universities or special research agencies, may be Govern- 
ment or private. 

It might take as long as 20 or 25 years to go through 4,000 drugs 
and get the kind of specific detail that we are interested in getting. 
Well, meanwhile the patent has expired. What have you got? 
Nothing. So my point is this: I believe it would be wise indeed to 
extend patent protection for 25 or 30 years, but at the same time to 
make the trade name contemporaneous with the patent so that when 
the patent expires and the product comes into the public domain, 
the trade name would come into the public domain also. 

This would prevent a psychological monopoly. ‘ 

Senator Carrot. Supposing, Doctor, that there is another illus- 
tration, such as this idea of the recommendation on a trade name. 
Could we illustrate with the case of Luminal? Do you have any 
observations to make on that ? 

Dr. Leake. Yes. Luminal is the trade name for a particular bar- 
bital, diphenyl barbituric acid, which was developed by the Germans, 
the great I. G, Farben industry, about the time of World War I. 
It is a very useful agent as a.general depressant, and it was widely 
exploited under the trade name Luminal. In this country that name 
was owned by a particular drug company. Now under the trade name 
Luminal, the wholesale price, which I followed for quite a while 
(because it is on the basis of the wholesale price that hospitals pur- 
chase drugs) the wholesale price was around $9.80 an ounce. In the 
thirties, when the patents expired and anyone could make the drug, 
many different companies made the drug promptly, and it was offered 
under the public name or phenobarbital. At once the competitive 
price fell to around 85 to 90 cents an ounce wholesale. But mean- 
while the price of Luminal, the same chemical agent, however, under 
the trade name Luminal, remained at $9.80 an ounce, the reason being 
that physicians had been so accustomed to the use of the trade name 
they did not know what the new name meant. 

They did not know that phenobarbital was the same thing as 
Luminal until quite a time had elapsed. The law is of such a char- 
acter that if the doctor prescribes or orders Luminal, the druggist 
must supply it under the trade name. So it was possible under those 
ways or under this procedure for the high price to be maintained, 
— though the same chemical product was available at one-tenth 
the price. 

Senator Carrot. So under the trade name it cost $9.80 an ounce, 
and as we all know now, phenobarbital, which has become quite 


common, not too easy to get but still common, is about 85 cents an 
ounce, 
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Dr. Leaxe. That is correct. Now my point is that in extending 
the patent rights on a chemical so as to fit within our economic picture 
in assuming a reasonable return on all the investment involved, in 
extending patent rights to 25 or 30 years, which I think would be 
reasonable in chemicals, the longer patent protection would be offset 
from the standpoint of public welfare, by requiring that the trade 
name come into the public domain at the same time that the patent 
expires. 

Rekaser Carro.u. I am very happy to have that. I was not clear 
as to just what you meant. That sounds very reasonable. Would 

ou not say also that if there was discovered in the universities or 
in Government research laboratories, a new chemical, who would 
patent it? Would it be the scientists? Would it be the university? 
Would it be the Government scientist? And why should that not 
become public property ? 

(At this point, Senator Hruska entered the hearing room. ) 

Dr. Leake. That would depend a great deal on the circumstances 
under which the invention was made. I have had experience. 

Senator Carrot. Especially if the Government was providing the 
funds. 

Dr. Leake. Yes, sir. I have had experience in this. When I was 
at the University of Wisconsin, the University of Wisconsin estab- 
lished the Wisconsin Alumni Research Foundation for the purpose 
of administering patents that would be granted to an individual, 
because always the patent is granted to an individual, never to a 
corporation or company. 

The individual may, however, assign his rights and make whatever 
arrangements in the assigning of this that would benefit him per- 
sonally. The Wisconsin Alumni Research Foundation fulfills that 
sort of a program. That kind of a picture now is common in many 
of the great universities. They usually have what is called a develop- 
ment board, to which patents developed in the university may be 
assigned. 

Senator Carrotu. Can you think of any other illustrations similar 
to Luminol where drugs now are being sold under a trade name but 
the patent period has expired ? 

Dr. Leaxr. Where the price differential has been as great? No, 
T can’t right offhand. I used that as an example. Now I think that 
we have better means of communication and exchange of information 
so that physicians know when patents have expired on a drug to 
which they have been accustomed, so that when it comes into the 
public domain and anybody may make it, they know it. I think 
es ane are much more aware of this situation now than they were 

fore World War II. 


Senator Carroty. Thank you, you may proceed. 
Dr. Leake. Drug companies are beset by many problems in develop- 
i 


ment. Most. of these are concerned with the matter of developing 
a drug in such a way that it may return a reasonable profit during 
the period in which a patent on it is in force. 

This is only for 17 years. However, several years may be taken in 
the development of a drug after the patent has been obtained. This 
means that, for a reasonable profit to come to the company to offset 
the cost of research and development, it is necessary that the price be 
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above what might be considered reasonable, at least for the time 
during which the patent is effective. 

Mr. Cuumeris. What page are you reading from? 

Dr. Leaxer. This is an insert from a statement I made to the Ameri- 
can Pharmaceutical Manufacturers Association. 

Of course, drug companies get around this by psychological means. 
It is unfortunate that the trade name of a drug is a matter of perpetual 
ownership. If the trade name is short and easy to be remembered, 
and is carefully plugged during the time the patent is in effect, the 
trade name will stick in the minds of physicians and other users, and 
result in a continued monopoly on the drug even after the patents 
have expired and even after the price presumably could come to com- 
petitive levels. 

So I am summarizing again. I am reading this, sir, because I have 
already made this statement directly to the American Pharmaceutical 
Manufacturers Association. It would seem wise if possible to extend 
the period of patent protection to 25 years and make the exclusive 
ownership of the trademark coincide with the length of the patent. 

It is doubtful that this could be accomplished. 

May I go on, sir, and say something about that pharmacology is, 
or would you care to discuss other matters ? 

Senator Carrott. No. Proceed in your own way. 

Dr. Leake. I have spoken about pharmacological evaluation of new 
drugs. What is meant by pharmacology and what is its position as a 
science? This is a matter of increasing importance, since pharmaco- 
logists are responsible for the necessary scientific studies of drugs in 
order to establish what they do on living material and how they ‘io it 

This information can then be applied by physicians to the welfare 
and benefit of their patients. _ 

This information can also be applied in public health matters and 
indeed in regard to public policies in general. It therefore becomes 
wise for those who are concerned with policy decisions to know some- 
thing about pharmacology as a science. 

Pharmacology is the study of the action of chemical agents on living 
material whether the living material is plant or animal in origin, 
and whether the action is good or bad for the living material. 

The word pharmacology comes from two Greek words, the first of 
which means something bad or poisonous, as a scapegoat, to be cast 
out and the second of which means the study of. 

The field of pharmacology is related to toxicology, which is the 
study of the poisonous action of chemicals on living things. 

Poisonous action of chemicals simply extends from ordinary action 
and is due toa larger dose. 

As a science, pharmacology could not arise until the development 
of modern chemistry during the 19th century. The field of phar- 
macology was also greatly extended by the rapid rise of the experi- 
mental biological sciences at the same time. 

Actually the study of the action of chemicals on living things had 
proceeded from antiquity in connection with the observations made 
on the effects of crude plant, animal, and mineral materials when 
tried for food or when coming in contact with the skin. 

This information had accumulated over many centuries and was 
embodied in a large mass of lore based on experience. This was put 
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in medical texts and became rather common knowledge. Much of this 
lore still is referred to by oldtimers. 

The scientific study of the action of chemicals on living material 
had to wait until modern chemistry and modern biology had well ad- 
vanced during the 19th century. This systematic study developed 
rapidly with the French in the first part of the 19th century and then 
more precisely with the Germans during the latter part of the 19th 
century. 

There were many economic factors which aided the development 
of pharmacology. The high price of quinine made it necessary to try 
to find substitutes for quinine. This resulted in the development of 
many new synthetic drugs. It was during this time that the major 
scientific problems of pharmacology began to emerge, which differ- 
entiate pharmacology from other sciences. 

The peculiar scientific problems with which pharmacology deals 
are five: (1) The dose-effect relationship implicit from antiquity, but 
not placed on a scientific basis until 1927 by J. W. Trevan (1887- 
1955), and A, J. Clark (1885-1941) ; (2) the localization of the action 
of chemicals to living material as first pointed out by the great Paris 
biologist, Francois Magendie (1783-1855); (8) the absorption, dis- 
tribution, metabolism, and excretion of chemicals in living material, 
also undertaken first by Magendie and extended by the great German 
pharmocologist, Oswald Schmiedeberg (1838-1921) at Strassberg; 
(4) the mechanisms of drug action, first explored by Magendie’s bril- 
hhant pupil, Claude Bernard (1813-78), over 100 years ago; and (5) 
the relationship between the chemical makeup of a drug and its 
biological action, as first investigated by another of Magendie’s pupils, 
the extraordinary Englishman, James Blake (1815-93), who was in 
the California Gold Rush. 

These five problems are unique to the science of pharmacology and 
differentiate it from any other scientific field. However, it is closely 
related to the scientific disciplines of biophysics, biochemistry, micro- 
biology, all aspects of physiology, and to the general science of disease, 
which is pathology. 

Certainly anyone who engages in pharmacological study realizes 
very quickly that there are no such things as miracle drugs. These 
and similar terms are misleading. Chemicals can only make living 
material do more or less than it is already capable of doing. Nochemi- 
cal can perform a miracle in making living material do something 
that it is not able to do. No drug, for example, can make muscle cells 
secrete urine, and indeed no chemical can make a muscle cell contract 
when it is no longer capable of contracting. 

Nevertheless, chemicals can alter living material in many ways, 
some of which effects may be applied beneficially, and some of which 
may be dangerous and toxic. 

P All physicians are interested now in the intensity of action of a 
rug. 

The intensity of action of a chemical on living material is dependent 
on several factors. 

(1) The dosage, meaning the mass of the chemical in relation to the 
mass of the living material; (2) the ratio between the rate of ab- 
sorption and distribution of the chemical through the living material 
and the rate at which the chemical is destroyed in the living material 
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or removed from it; (3) the physical-chemical properties of the drug, 
such as solubility, which may determine to a great extent the parts 
of living material in which the drug may localize, and then (4) the 
specific individual characteristics of the living material itself with 
which one is concerned, such as its age, metabolic rate, sex make up, 
allergic or diseased status, and reactivity. 

Among these factors it is possible to study very exactly the relation- 
ship between dosage and effect, or to get verifiable data on rates of ab- 
sorption and excretion, or to determine the influence of the physical- 
FE characteristics of the drug on its effects on the living ma- 
terial. 

On the other hand, it is very difficult to estimate the particular in- 
dividual characteristics of the living material that is concerned. In 
the case of a human patient, this depends upon the physician’s 
judgment. People vary enormously. It is this variability in the liv- 
ing material that is so difficult a matter to judge in connection with 
the use of drugs in order to get the desired beneficial effect. 

Dose-ettect relations can be estimated quite satisfactorily using 
large numbers of small experimental animals. 

Would you care to take time enough for me to explain this, using 
the blackboard, or do you want to skip it? 

Senator Carroiu. We have about 40 minutes left to hear another 
witness. 

Dr. Leake. For this morning? 

Senator Carrotu. Yes. 

Dr. Leaxe. I had better close then. 

Senator Carroty. The Senate goes into session today and—might 
I have the attention of the minority leader—do I understand that we 
will be shut off at 12 o’clock or will we be permitted to go beyond 12 
o’clock ? 

Senator Dirxsen. You can go beyond 12 o’clock today. 

Senator Carrouu. I understand there is just one other witness this 
morning and that objection will not be raised to this subcommittee 
continuing to hold its hearings. The Senator from Illinois says he 
will get us permission to sit. 

I thank you, Dr. Leake, I don’t want to shut you off. This is ve 
interesting, may I say, Doctor, and I think very valuable. I thin 
the more of this sort of information we get out to the public and for 
our own edification 

Dr. Leake. This is just one little point that I will make at the 
blackboard fast, but it is very important in connection with the devel- 
opment of new drugs. I think you can hear me. If you are studying 
the relation of percentage effect of drug to dose, you may estimate 
the effective dose range, as for local anesthesia. If you take say 30 
animals at a low dose, you may find that you get the effect you want 
in about 10 percent. 

If you get to a bigger dose, you find that a larger number of ani- 
mals will show the effect. You get then to a larger does and you 
find a still larger number will get the effect. This procedure gives a 
curve which is usually S-shaped. This is the effective dose range. 

But you are also interested in the dose that can produce harm. 
That is the lethal-dose range. If you go a little bit higher in dose 
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you will usually find that somewhere along in here you will begin to 
get the effect you don’t want. 

You take another 30 animals with another higher dose and find 
many animals die. If you go on still further you will find that maybe 
all your animals will die. You don’t want that, but that is what you 
find. This then is the lethal-dose range. 

Now for research work it is convenient to take the ratio of the LDs» 
(50 percent lethal dose) over the EDs. (50 percent effective dose), 
that is, the ratio of the dosage required to produce death as against 
the dosage required to produce the effect you want. If you take 
the 50 percent-mark you will always get a big spread and that is often 
referred to as the safety factor. 

Now I want to point out this false conclusion. No doctor is inter- 
ested in the dosage required to produce the effect he wants in only 
50 percent of his patients, and certainly no doctor is interested in 
the dosage that may kill 50 percent of his patients. This is irrelevant 
data. What doctors are interested in is the dosage required to pro- 
duce the effect. they want in every patient, or nearly every patient. 
That would be then the EDs. That is about as close as you can really 
estimate it. 

And on the other hand, physicians are interested in the dosage that 
may cause an undesired effect in their most sensitive patient. ‘That is 
the LD,;. And when you estimate the ratio of LD, to EDs, the drug 
is nowheres nearly as safe as might be thought from the ratio of LD;. 
to ED». It is this kind of information that it seems to me should be 
furnished doctors about drugs. 

It is very easy to show that almost any drug then has a wide safety 
margin if you use the ratio of LDs. to EDs, but what you are really 
interested in is the dosage required to give the effect you want in 
practically all patients against the dosage that’ may cause a toxic re- 
action in your most sensitive patient. 

Senator Carroti. Who should furnish that ? 

Dr. Leaxr. The drug companies. * 

And the advertisers. 

Senator Carroti. Do they furnish that type of information ? 

Dr. Leake. Yes, they are getting around to it, but you understand 
that. their purpose is to try to sell a drug and make it look as good 
as they possibly can, and for scientific reasons, this ratio of LD5 and 
ED,. is a little easier to determine. 

(At this point, Senator Dirksen left the hearing room. ) 

Senator Carrott. The Food and Drug Administration, if I have 
understood your previous testimony, examined this drug, did they not? 

Dr. Leake. Yes, sir, and usually they insist upon information of 
this character. But my point is that this information should be fur- 
nished in connection with the advertisements or the brochures offered 
to the physician. 

Senator Carroti. Does the Food and Drug Administration have 
any regulatory power over the type of advertising, do you know? 

Dr. Leake. I don’t believe they do, sir. I do not know. 

Senator Carrott. Would it be helpful if they were given regula- 
tory power? 

br. Leake. I doubt that very much, sir. 
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Senator Carroti. What would be the harm in giving them that 

ower ? 
r Dr. Leaxe. I am of the opinion that in this country where we de- 
pend upon freemen exercising responsibility in a free economy, free- 
men should regulate themselves. Now I think government should 
require certainly that there be this regulation, but I doubt very much 
indeed, and here I am speaking as a citizen, that any further govern- 
ment regulation as such would be helpful. 

In other words, I am very much fearful of the increasing develop- 
ment of authoritarianism. 

Senator Carroxu. In other words, we don’t want the Federal Gov- 
ernment to be moving into this field of science ? 

Dr. Leake. No, sir. 

Senator Carroiu. Could they establish minimal standards, however, 
to regulate ? 

Dr. Leake. Even to do that it seems to imply a degree of regula- 
tory authority that would be unwise. 

Senator Carrorz. If you will permit me to interrupt at this time, 
TI am going to ask any staff member, because I am not familiar with 
this field—is there any such regulation in the Food and Drug Admin- 
istration? Do we know of any? Do we know what their practice 
is? While the doctor is here, I think that is rather important. 

Mr. Dixon. Broadly speaking, Senator, the Food and Drug Ad- 
ministration has absolute authority over safety of drugs. No drug 
can be marketed unless they approve it as safe. 

Now with respect to advertising representations, they do have 
authority under their supervision of branding and labeling literature 
that accompanies the product. 

In other words, the claims that are made in the literature trans- 
mitted in connection with the product as such is called labeling, and 
the claims made there as to therapeutic qualities and efficacy are 
under FDA supervision today, under the law. 

When you leave that area—I am talking about the area now where 
literature accompanies the product to the doctor or to the druggist— 
then you move into the Federal Trade Commission’s area, which is 
strictly advertising. There is today a kind of a hiatus in the Federal 
Trade Commission’s law, I think it is section 15 of the Federal Trade 
Commission Act. The reason seems to be that it is presumed that 
you can’t, in effect, mislead an expert, so for years very little or 
nothing has been done about the Federal Trade Commission’s author- 
ity in advertising of ethical drug products. 

So there is regulatory authority over the representations that tech- 
nically accompany the product to the doctor, or together in a package 
to anyone. 

Senator Carrotu. In addition to this advertising with the product, 
there are pressure campaigns and brochures coming from the indus- 
try itself, and the medical journals treat these subjects, do they not? 

Dr. Leaxe. Yes, and it is in the medical journals that usually scien- 
tific information of the type that I have ‘allicated here is to be found; 
not only in the medical journals but also in the scientific journals, 
in the pharmacology journals, physiology journals and so on. There 
one can get real scientific information, but very few physicians have 





10440 ADMINISTERED PRICES 


the time to read this. They have to rely upon what they get in the 
medical journals or in the advertisements that come to them. 

Senator Carrouu. I think that is a very good point. There have 
been so many great changes in the tax laws, getting more and more 
into the field of SpOsInHESHiOe, that it is almost impossible to keep 
> We have all these commercial clearinghouse books, and that sort 
0 thing, but it is physically impossible to keep up. Is this true of 
doctors ¢ 

Dr. Leake. Yes, we are finding that the whole problem of docu- 
mentation or of communication is becoming increasingly difficult. 
We are getting so many facts, that we can’t even find them any more. 
It is the same problem as in the legal profession. More and more we 
need specially trained people who can review special fields and criti- 
cize the state of knowledge in these special fields, and summarize it, 
so that it can become quickly available to those who are really inter- 
ested or concerned with it. 

Senator Carrot. But it seemed to me, as I have heard the various 
steps that the doctors should take to make a proper judgment on a 
drug, that he could spend all of his time keeping up with the changes 
rather than treating his patient. 

Dr. Leaxe. That is correct, that is why we need these review arti- 
cles or we need the responsible experts who can give the opinions that 
would be helpful to physicians. Finally it always comes back to the 
judgment of a physician, if he has the necessary information, to ap- 
ply then that information to the benefit of his patient. And that 
should be in accordance with his judgment. 

Senator Carrott. Do you think that the information going out 
through the medical journals is adequate to meet the problem ? 

Dr. Leake. Yes, on the whole I think it is, 

Senator Carroti. Would not the doctor do better if he ignored the 
brochures and the advertising ? 

Dr. Leake. He usually does. 

Senator Carrotu. I was under the impression that these detailmen 
were being highly praised here as being 80 or 90 percent efficient. 

Dr. Leake. The detailmen are but that is a little different. The 
detailmen, they sit down and talk with the doctor. They are very 
well trained by the better drug houses, very carefully coached or in- 
structed even on details of this sort, and they will help the physician 
to understand what it is that the drug may do. 

Senator Hruska. Will the chairman yield? 

Senator Carrotu. Certainly. 

Senator Hrusxa. Doctor, at that point, however the doctor does 
not prescribe on the basis of what the detailman tells him or what 
the brochure tells him. Does he not turn to the labeling on the prod- 
uct? And find out what the side effects are and find out what the 
label says, and as a careful professional scientific man, he will then 
prescribe for the patient before him ? 

Dr. Leake. That is correct. 

Senator Hruska. Is that a fact? 

Dr. Leake. That is correct, sir. He will usually attempt to get 
the precise information of the sort that I detailed. It is usually not 
on the label. It is on the flyer that comes along in the package. 
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Senator Hruska. It is what we know technically as part of the 
labeling. It is not on the bottle but it is in the circular which ac- 
companies the bottle itself? 

Dr. Leake. Yes, that he will usually study carefully, in spite of 
what the advertisement may say or in spite of what the detailman 
may say he will come back to that label. 

Senator Hruska. Yesterday we had some testimony that it would 
be fine to have a government bureau which would pass not only upon 
toxicity of, dangerous toxicity of drugs which are to be marketed, but 
also that Bureau should expand its jurisdiction and province so that 
it will pass judgment upon the usefulness of a product and tell the 
physician and the drug house “No, this application is no good for a 
given drug because it has no usefulness.” 

What would you think of such a concept? 

Dr. Leaxe. Well, I have already indicated that, sir. 

It seems to me we have entirely too many bureaus as it is, too 
many bureaucrats, If we are going to maintain a free democracy, 
then we had better have free responsible men who will carry out their 
responsibilities in our Nation. We don’t need any mann toenails in 
my opinion, if we can get the sense of responsibility across to the 
people that I think really are concerned. And I believe myself that 


the drug manufacturers, the major companies, are composed of 
responsible men. It is my opinion also that the members of the 
medical profession are responsible people, and I think the whole 
business with us is to get them to appreciate their responsibility and 
maintain it. Certainly I think we already have entirely too many 

f a bureaucracy. The best way to kill our 


bureaus, too much o 
democracy is to get a lot of authoritarianism into it. 

Senator Hruska. Might one be warranted in suggesting to him- 
self or to others that if a bureau is to watch the physician and the 
— industry, somebody might ask who is going to watch the 

ureau ? 

Dr. Leaxe. Yes, and that is putting a little too much on Congress. 

Senator Carrotu. As a matter of fact, I am chairman of a subcom- 
mittee on administrative practice and procedure, and I agree with 
you wholeheartedly about the growth of bureaus. Some 100 bureaus 
are now under the Administrative Procedure Act, and you can read 
every day what happens to some of them. So I am certainly not 
suggesting at all that we put this great profession or this great in- 
dustry under Government Sedans ion. 

But on page 20 you say: 

This promotional procedure is wastefully expensive. 

You further say: 


The significant pharmacological information on the new drug is not offered. 
Even the detailmen, who visit physicians regularly, seldom give the scientific 
background necessary for the sensible use of a new drug. 

Dr. Leaxe. I think by and large that is correct, because the detail 
is very great—I mean on a new drug. The kind of scientific informa- 
tion of which I have been discussing is large, and in trying to save 
time they all try to be brief and to cut. Now my point is to try to 
work out a system whereby that essential information is detailed 
right straight down the line so a physician can follow it. I think 
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that can be done. But I think the advertising men have gotten in the 
way. 

enator Carro.u. I understand and I was trying to follow out 
your idea. I thought I understood it rather clearly, but we do have 
a situation where the Federal Government, and I guess for many 
years, has been approving the safety feature of drugs. There is 
nothing bureaucratic about that; it has not interfered. It has been 
a service to the Nation; has it not ? 

Dr. Leaxe. I think so. 

Senator Carroiu. I have no reason to question the accuracy of coun- 
sel’s statement, but if they also exercise some jurisdiction not over 
the operation of the industry, not over the medical profession at all, 
but in the question of handling advertising to see whether adequate and 
necessary information is getting to the doctor to help him to ease his 
problem, there is nothing bureaucratic about that; is there? 

Dr. Leake. It would depend entirely it would seem to me on the 
phraseology that would be embodied in the law. 

Senator Carrouu. If it were directory and not mandatory, as long 
as there were no sanctions imposed ? 

Dr. Leake. I think that would be appropriate and wise. 

Senator Carroty. For example, if a new drug comes out today, 
it cannot be marketed without the approval of the Food and Drug 
Administration ; is that not true? 

Dr. Leake. That is correct. 

Senator Carro.tu. They can go into court and stop it, can they not, 
under the law ? 

Dr. Leake. That is correct. 

Senator Carroti. The point is this, that while we think of the tre- 
mendous advance in the pharmaceutical industry and in the medical 
profession itself, we are all seeking ways to improve it, and this is 
what you are suggesting today, isn’t it? 

Dr. Leake. That is correct. 

Senator Carroii. And you wan to do it preferably by voluntary 
means ? 

Dr. Lraxr. That is it, sir, and I think that it is gradually being 
obtained in that way, by voluntary means, voluntary realization, that 
it isthe best way for all concerned. 

Senator Carroti. Would you not say then that this type of a hear- 
ing which we have had this morning, where we are discussing the 
ae and cons, will have a salutary effect if we keep it on a voluntary 
pasis ? 

Dr. Lear. I am confident that it will. 

Senator Carrott. Have you anything else, Doctor? That is what I 
was trying to bring out this morning. 

Dr. Leake. I would like to conclude. 

Mr. Drxon. Mr. Chairman, before the doctor leaves that point of 
efficacy, may I ask him one or two questions ? 

Senator Carrotn. Yes. 

Mr. Dixon. During the course of these hearings, The Arthritis 
and Rheumatism Foundation representatives who appeared before 
this committee made a point of the sales of quack remedies. They 
estimated that some $250 million a year is being spent by the public 
on products that they classified as quackery. They showed some 
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examples here. These quack products have no therapeutic effect, 
or efficacy, although they are safe. Now you say you would not like 
to see the Federal statute amended to include efficacy. Today $250 
million a year is being taken away from the American public to buy 
products that are safe, mind you, but that are completely ineffective. 

They have no efficacy. 

This is the case just in arthritis alone. Do you think that we 
ought to stand idly by and let that condition continue or do you think 
perhaps that there is some governmental responsibility in that situ- 
ation ¢ 

Senator Hruska. Will counsel yield for this purpose? The 
quackery to which reference has been made did not have to do with 
ethical drugs, however. It had to do with proprietary situations as 
the witness probably will understand. I think he should know that. 
That was the testimony before this committee. 

Mr. Dixon. Any drug that is being sold as a proprietary certainly 
is not in the ethical classification. 

Senator Hruska. Just so we get our thinking straight on it. 

Mr. Drxon. This is the point; there are products Yeois sold that 
are quack remedies. The only authority the Government has now in 
that situation can be applied only after the cow has left the barn, the 
door has been slammed, and the animal has disappeared. Those are 
factual examples, sir. Do you have any suggestions as to whether 
we should worry about that problem at all ? 

Dr. Leaxe. | certainly think that we should worry about the prob- 
lem. Anything that is a fake or fraud against the people I think 
we should look into. But now we were confining ourselves here to 
reputable procedures in reputable industries. But now the judg- 
ment as as to what consitutes reputability is the issue it would seem 
to me here. 

I was under the impression that our laws were adequate really to 
control this. I have participated actually as a Government witness 
in cases brought against people who were fraudently exploiting drugs. 

Mr. Drxon. I just wanted to be sure that the record was clear that 
we are talking about ethical drugs. But inadvertently the problem 
was brought before us on proprietaries and your remarks were 
pointed to ethical drugs. 

Dr. Leake. That is correct, sir. 

Senator Carroii. Doctor, I don’t believe that I would go along 
with the idea that the medical profession and the scientists know 
everything yet. 

Dr. Leake. No; of course they don’t. 

Senator Carrott. But there are some people who want to eat the 
honey from the queen bee. Maybe it will give them come consolation. 

Dr. Leake. Yes, there is a psychiatric factor associated with taking 
anything that one believes in. 

Renate Carroti. Some boil the beech branches off a tree to relieve 
a liver ailment, or if some of them want to drink vinegar, that is their 
business. 

Dr. Leake. It would seem to me also to be a rather sad reflection 
upon the presumed state of intelligence of American citizens if they 
yield readily to this sort of foolishness. 
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Senator Carroitu. Except that this book on vinegar is a best seller 
today. 

Dr. Leaxe. That is a fact, sir. That is the point of my remark. 

I can conclude very quickly. 

Senator Hruska. Fine, I was going to ask you to conclude and not 
to omit reading page 32 of your statement. 

Dr. Leake. If one uses the same dose throughout on a large num- 
ber of animals, the intensity of the effect will vary in accordance with 
the variations in these different animals. It is quite like the business 
of giving the same examination to a couple of hundred students. 
Some will do well, some will do poorly. So it is when the same 
dosage of a drug is given to a large number of living things: some 
will react weakly to the same dose, whereas others will react strongly. 
This effect may be shown graphically. If the large number of animals 
are classified in groups according to their reactions, one may smooth 
out the resulting curve, and it is usually of the sort that is called 
bell shaped or in more precise mathematical terms, a “Gaussian dis- 
tribution curve.” 

On the other hand, if the dosage is varied, one may use as a criterion 
some specific end point, such as local anesthesia, or some other specific 
biological effect. In studies on infections, one may take the lena 
that is required to remove the infecting agent. One will find then 
that at progressively larger dosages, a progressively larger percentage 
of the animals studied will reach the desired end point. Thus one may 
construct a dose-effect curve which will generally be an S-shaped 
curve. 

One may do the same sort of thing for such an end point as death. 
One may then construct the lethal dose curve showing the relationship 
between dosage and the percentage of animals that will die at in- 
creasingly large doses. The specific relationship between the effec- 
tive dose range and the lethal dose range gives an indication of the 
safety margin of the drug. This is a matter of very great importance. 

Drug manufacturing companies, in their advertisements, or in the 
canned talks they get their detail men to tell doctors, usually point out 
the safety margin of the drug on the basis of what is known as the 
“FDso in relation to the LD,o.” This means the dosage which will 
have the desired effect in 50 percent of subjects and the dosage that 
will cause death in 50 percent of the subjects. These 50-percent figures 
are usually taken because they are easy to obtain experimentally. 

But what doctor is interested in getting the desired effect in only 
half of his patients? And certainly no physician is interested in the 
dose that may kill half of his patients. The really significant safety 
margin would be based on the relation between the EDs) and the 
LD,. This means the relation between the dose necessary to produce 
desired effect in 99 percent of the subjects, in comparison with the dose 
that might cause death or an undesired effect in the most sensitive 1 
percent. This is about as close as can be estimated experimentally. 
And often when the safety margin of a new drug is estimated in this 
way, it is found that there may be overlap. If there is overlap, the 
drug is probably not safe enough to use. 

However, these methods of estimating the dose-effect relationship 
do not take into account time. Time is an important biological factor. 
It may be brought into the picture of drug evaluation on the basis of 
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what are called “time-concentration relations.” In general, these show 
that the higher the concentration of a drug in living material, the 
quicker the action will be. Again there is a spread between the time 
required for the desired effect to be produced at a given concentration 
in comparison with some untoward or lethal effect produced by the 
same dose. ‘This time differential is an index of the safety margin 
of the drug. 

One can show under these circumstances that at suitably low con- 
centrations of a drug, no untoward or lethal effect is likely to occur 
even with indefinitely prolonged time. The concentration reached by 
a drug in any part of the body is dependent upon the dosage admin- 
istered, in terms of mass of chemical per mass of living material, mul- 
tiplied by the ratio of the rate of distribution of the drug through the 
living material and the rate of its removal from the living material. 
Many drugs, such as sulfa or antibiotic drugs, are estimated in regard 
to their efliciency in terms of concentrations required to produce the 
desired effects. 

It is important for physicians to have a clear idea of the chemistry 
ofadrug. Most alkaloids for example are relatively rapidly absorbed 
in the body, and are fairly rapidly removed, within 4 to 6 hours, so 
that repetition of the dosage in that time is necessary to maintain the 
concentration for effectiveness. These comments ie apply to such 


drugs as the salicylates and aspirin. The action of these kinds of 
drugs is fairly rapid. On the other hand, drugs that are called ster- 
oids, such as digitalis, the cortisones, the sex hormones, and vitamin D, 
act very slowly, even though they may be absorbed fairly quickly. 
The effect comes on very slowly but lasts for quite a long while. This 


is also the case of most carcinogens or chemicals which will cause can- 
cer. If physicians know the general chemical makeup of alkaloids on 
the one hand, or of steroids on the other, they will have a good idea 
about the general action of a new drug if it is related to either of these 
chemical types. 

The mechanism by which drugs act is very important. Drugs are 
chemicals. As such their molecules can react with the molecules that 
make up the cells of living material. We do not yet know the details 
of these kinds of molecular interactions because we do not yet know 
all the various molecular configurations of the molecules that make 
up the cells of living material. Weare learning. This is where phar- 
macology is closely related to biochemistry. The genes, which con- 
trol our hereditary makeup are large complex molecules, which can, 
under certain conditions, react with other chemical molecules, with 
resulting changes which may be reflected genetically, or in abnormal 
growth, as in cancer. 

Most drug action is mediated by enzymes. Enzymes are molecules 
that act as catalysts. They can help promote molecular interactions 
between the molecules that make up cells, in such a way that energy 
is released, and the cell can do its work. We are learning a great deal 
about these complicated enzyme systems, and we are learning how 
drugs may interfere with them. Some drugs, for example, are chemi- 
cally constructed so that they resemble some of the natural enzymes. 
These drugs may have more affinity for the molecules in the cells than 
the natural enzymes. The drug molecules then will get into the reac- 
tion and block out the natural enzymes, and thus interfere with the 
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activity of the cell. Many drugs act in this way, and many drugs 
can be deliberately made to specification in order to act in this manner. 

The localization of the place where drugs act is an important phar- 
macological problem, and depends largely on the chemical affinities of 
the drug for special kinds of molecules that may be located in special 
kinds of cells. Some drugs, such as general anesthetics, which are 
more soluble in fatty material than in watery material, tend to localize 
in those parts of the body which are relatively more fatty than 
watery. Nervous tissue is relatively more fatty than other tissues in 
the body, so the general anesthetics tend to localize in nervous tissues. 

Some drugs are quite specific in regard to the living parts of the 
body with which they react. These parts of the body are called 
“target organs,” and some drugs may be deliberately made to act on 
certain target organs. Thus some drugs containing iodine may be 
made to hit the thyroid gland, and interfere with the activity of the 
thyroid gland on the basis of competitive action with the natural 
chemicals that are in the gland. This competitive action seems to be 
the way by which many chemotherapeutic agents act in destroying 
infectious invading agents that come into the body. ‘This is the way 
by which sulfa drugs and antibiotics act. 

It can be seen that the whole field of pharmacology is a complex 
and highly technical scientific discipline. It uses many kinds of spe- 
cialized technical procedures, which must always be kept under rigor- 
ous statistical control. All members of the health professions must 
receive adequate instruction in pharmacology if they are satisfac- 
torily to use drugs in their clinical practice. 

The pharmacological information about drugs is usually applied in 
the practice of medicine. However, it may also be well applied in 
the practice of dentistry, venterinary medicine, nursing, pharmacy, 
and public health. These are the major health professions. How- 
ever, pharmacological information may also be applied in agriculture, 
as in the ripening of fruits or in the promotion of specialized growth. 
Pharmacological information may Also be used in connection with 
regulating growth of stock animals and in speeding up the growth 
of poultry. Pharmacological information may be widely used in the 
control of various kinds of pests, ranging from insects and rodents 
to large predatory animals. The control of pests by drugs involves 
public health hazards, and also may have serious effects in disturbing 
the overall balance of nature in any particular area. The applications 
of pharmacology and toxicology in pest control have to be very care- 
fully considered. Damage may come unless one thinks of possible 
consequences involved in throwing out of balance the exquisite inter- 
relations that exist between all living things in a particular area of 
the earth. 

Pharmacological information is important in sociology. Here it is 
largely a matter of the social effects of the mass use of drugs, such as 
tranquilizers or alcohol. More important in sociology is the the 
pharmacological problem of drug addiction. This is a matter on 
which there should be full information given as far as possible to 
those who have to decide upon public policy. We are gradually learn- 
ing that alcoholism is a disease and that it can be handled appropri- 
ately as a disease. Similarly we may learn that any form of drug 
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addiction is really a disease that should be handled on the basis of the 
appropriate judgment of qualified physicians. 

Thus the cgulietiinn of pharmacology come into the field of law. 
Our laws generally represent the lowest common denominator of what 
we will let each other do without penalty. Often our laws regarding 
drugs are hurriedly written with inadequate information and without 
appropriate advice from scientists who can supply the facts that 
should form the basis for wise public policies. Certainly it would 
seem to be unwise to have any kind of arbitrary and sudden policy 
decisions on matters involving the potential dangers of drugs that 
may be used for various purposes in industry, in agriculture, or in 
the health professions, without full opportunity for experts in the 
field to give the verifiable information available and to express their 
expert opinion on the matter. 

n the practice of medicine drugs may be used for many purposes. 
Primarily they are used for the diagnosis of disease, for the preven- 
tion of disease, for the cure of disease, for the alleviation of the symp- 
toms of disease, and then for the promotion of optimum health. It 
is important to remember that chemicals used for diagnostic purposes 
may have significant toxicity. Similarly it is wise to recall that some 
vitamins used for the prevention of disease may under certain condi- 
tions have undesired effects, and these should be kept in mind. Drugs 
that are used for curative purposes are chiefly chemotherapeutic 
agents, such as antibiotics, A ex will remove the cause of a disease 


as well as the symptoms associated with that cause. Most drugs actu- 
ally are used for the alleviation of symptoms. : 
A matter of prime importance in the use of drugs, as in any tech- 


nical procedure in medicine, is to weigh the hazards of the use of the 
drugs against the hazards of the disease. Only in a critical or really 
serious diseased condition is a physician justified in taking a risk for 
his patient through the use of a drug which may have dangerous 
effects. Physicians of course should know thoroughly what symptoms 
may appear as a result of toxic action and be prepared to counteract 
them promptly. It is for this reason that full information on the 
toxicity of new drugs is of the utmost importance. 

Most physicians would be wise to wait for impartial evaluation of 
new drugs before using them. This evaluation is made in the medical 
profession by the Council on Drugs of the American Medical Associa- 
tion. Reports are published promptly in the Journal of the American 
Medical Association, and then these reports are collected annually 
in a volume entitled “New and Nonofficial Drugs.” This is a most 
mportant reference book for physicians on drugs. Wise physicians 
use it for the information on drugs that they may need. Physicians 
in general should be skeptical of the descriptions of new drugs offered 
by pharmaceutical manufacturers in flamboyant brochures or adver- 
tisements or by overenthusiastic detail men. It is safer and cheaper 
for physicians to restrict themselves to such drugs as are described in 
the United States Pharmacopeia, the National Formulary, and New 
and Nonofficial Drugs. For members of the dental profession, a 
similar evaluation is conducted by a special committee and published 
in an annual volume called Accepted Dental Remedies. 

It would seem that physicians would be much more efficient and 
economical in the use of drugs if they would put adequate time in the 
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study of fundamental principles in pharmacology, and if they would 
carefully follow the reports by the Council on Drugs of the American 
Medical Association. If they would restrict the drugs they use to 
those admitted to New and Nonofficial Drugs and the United States 
Pharmacopeia, we might find that a great deal of our excitement over 
the costs and use of drugs would quiet down. We might even find that 
we could begin to use drugs effectively for the promotion of optimum 
health. This is what people really are interested in. 

Let me conclude: drugs are chemicals that act on living material. 
Their actions on living things are widely applied in the health pro- 
fessions, agriculture, public health, sociology, and law. The study 
of the action of drugs is a complicated technical science, pharmacol- 
ogy, which combines all phases of the disciplines of chemistry and 
biology, and which is being subjected increasingly to rigorous math- 
ematical control. 

The effective development of drugs in a culture such as ours requires 
the coordinated teamwork of chemists, pharmacologists, and clinicians. 

Of paramount importance is accurate estimate of possible hazards 
from the use of any drug. It is a prime responsibility of all those 
concerned in drug development to make potential dangers known so 
that possible harm through the use of any drug may be kept to a 
minimum. 

I might say here that it is a similar prime responsibility of all 
those concerned in the use or development of any chemical agent, 
whether in industry, agriculture or whatnot, to make its potential 
dangers known. 

Control of the development of new drugs in our economy would 
wisely be left to the responsible regulation of the pharmaceutical 
manufacturing industry and the health professions. Public regula- 
tion would wisely be directed toward assuring the maintenance of 
this responsibility on the part of all who are concerned in the manu- 
facture and use of drugs. x 

Senator Carroti. What do you mean in that last sentence, Doctor? 

Public regulation would wisely be directed toward assuring the maintenance 
of this responsibility. 

Dr. Leake. Well, sir, this is a matter which we have skirted and 
it is in a field on which I am certainly not expert and would make 
no claim to be expert. But I am a citizen of the United States. It 
would seem to me that our laws should be of such a character as to 
place the responsibility upon those that are appropriate to carry it, 
and to frame our laws in such a way as to assure to us all that that re- 
sponsibility is being met. Now I don’t know whether that can be 
done best by laws that have specific figures or whether it can best be 
done by laws that are framed in generalities. 

But I am indicating the one point that I make with regard to the 
laws involving patents and trade names. I believe there the principle 
of making the trade name correspond in time of effectiveness with 
the patent and extend the patent from 17 years to say 25 years, I 
think that would be in the public interest. Cg! 

Senator Carrot. I observe that you refer to responsibility. In 
the preceding sentence you say: 


Would wisely be left to the responsible regulation of the pharmaceutical 
manufacturing industry and the health professions. 
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Dr. Leaxr. That is by themselves. 

Senator Carroty. There are laws that vary. Some grant rights and 
some modify them slightly. I am certainly not advocating a Govern- 
ment bureau that would interfere either with the pharmaceutical in- 
dustry or with the medical profession. I have great respect for both, 
but it seems to me that your testimony here this morning has been 
extremely helpful in pointing out the dangers and the steps that 
ought to be taken to safeguard the public. I think the industry itself 
could do this but they are also in the business of making money. 

Dr, Leake. That is correct, 

Senator Carroti. And pretty good money too, as I read the record, 
substantial sums of money. 

Dr. Leake. I might add that it is my own personal opinion that 
the responsible drug houses and the major ones I am thoroughly fami- 
liar with, I am confident that the sense of responsibility is there. But 
they have this ambivalent picture that you have pointed out. Not 
only are they responsible for the beneficial use of their drugs and the 
fact that they should be free from harm and so on and the information 
get across, but they also are in business, and the type of the business 
is to make money. They could not exist if they did not make money, 
because they have to accumulate funds ahead of time that will enable 
them to carry on and continue the research work that is so essential 
in the development of new drugs. 

Senator Carrouu. I suspect that in the development of new drugs, 
there are sometimes great financial hazards. 

Dr. Leake. Tremendous, yes. I have now one other point that I 
would like to suggest, and that is this. That there is a movement on 
in England to set up a picture involving drug names whereby these 
are discussed from the standpoint of public benefit, so that the names 
may come into public use gradually as the drug is developed. 

Something might be done here from the standpoint of worldwide 
unification or standardization of drug names. This might develop 
through United Nations, and I think it would be a significant advance 
and help if in some way or another the United States could take the 
lead in the United Nations of promoting uniformity of drug nomen- 
clature world wide. 

Senator Carrow. Is it your idea that many of these generic names 
are so difficult and so long that perhaps there would be some group— 
I observe that in Dr. Meyer’s statement, he talks about the USP 
convention suggesting itself as an eligible body. 

Dr. Leake. Yes, sir. The U.S. Pharmacopeia convention met just 
last month for a revision of the United States Pharmacopeia. These 
names are public names, as used in the United States Pharmacopeia, 
and if they are followed by the designation “USP” with the particular 
reference edition used, that is a legal guarantee that they must con- 
form to the standards detailed in there, the penalty being that they 
are seized and examined from time to time and if they are not found 
to conform they are destroyed. So the purity of standards of drugs is 
guaranteed through Pharmacopeia drugs, and those names cannot be 
used unless the product conforms to those standards. 

Senator Carrott. What about in our own Nation? Could there be 
a simplification of names by USP or by the Food and Drug Adminis- 
tration? Or by the doctors themselves, the medical profession, or by 
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the pharmaceutical industry? It could make their problem less 
complex. 

Dr. Leaxe. Yes, I think that will gradually occur as more informa- 
tion becomes available. As you all know words depend upon usage 
and that is the point with regard to trade names, to make them simple 
and easy so that they are readily remembered, easily used, that is how 
they carry over and last. 

But in the public name, the name of the drug that comes into the 
public domain, this seems to me to be a matter of international sig- 
nificance and importance, particularly in our scientific exchange, we 
should not have unnecessary duplication and triplication of names 
as we do now. 

This is ridiculous. But it depends on some extent of international 
agreement. There is developing through United Nations a world 
pharmacopeia. I think we showkd help in this. 

Senator Carrot. In your opinion, is the medical profession of 
the United States on an equal standing with the rest of the world? 
Are we abreast of them ? 

Dr. Leake. Yes, in every way. 

Senator Carrotu. And that is true of the pharmaceutical industry, 
is it not ? 

Dr. Leaxn. Yes, sir; in many ways both in the standards of intel- 
ligence and excellence in our medical profession, in standards of 
productiveness and efficiency in our drug profession, I think that we 
are ahead of any major part of the world. 

Senator Carrot. Is not the industry and the medical profession 
— of concocting these simple names without having 15 or 16 
syllables in them? 

Dr. Leake. Maybe you are talking of chemical names. 

That is a different thing entirely. 

Senator Carrorn. I am talking about generic names. I see one 
here that I wouldn’t attempt to pronounce but it is spelled M-e-t-h- 
a-n-i-n-0-t-i-a-z-e-p-0-x-i-d-e. ? 

Dr. Leake. Yes, I know there are many others. That is an ab- 
breviation of a chemical name. Now when we are in the field of 
chemistry then we do have very elaborate names, and frequently 
the public name is made as an abbreviation of the chemical name, 
the purpose being to give the user an idea of the chemical make up. 
There is this interesting point here. 

In general the public or generic name is neutral with respect to 
usage. That is it is derived ordinarily from the chemical, the precise 
chemical name. 

Trade names frequently, on the other hand, suggest use, and that 
has been then in the past one of the major criticisms against the 
trade name, because usage of the drug changes. 

It is much better to have a scientific name, in other words, one 
that can be agreed upon that is short and to the point. It is toward 
this end that the British are working now, and it would seem to 
me that it would be wise for us to get into this particular picture 
also on an international level if we could. 

Senator Carrot. Doctor, I thank you very much. You have been 
very helpful and very patient. 

Senator Hruska ? 
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Senator Hruska. No questions. 

Mr. Dixon. Before the doctor goes, may I ask him this one question ? 

All through your statement, Doctor, I am reminded of your criti- 
cism of the promotion and advertising in drugs by the major pharma- 
ceutical houses. We obtained information from 20 of the major 
houses, from their own records, of a breakdown of the sales dollar. 
Of that sales dollar, promotion amounted to 24 cents. It is that 24 
cents I think that you have been talking about. 

Dr. Leake. That is largely the case; yes, sir. 

Mr. Drxon. I believe the consumer eventually pays these costs by 
the price that he pays for a product. So we are talking about one- 
fourth of the medical bill that the public is paying in drugs, and it is 
a problem that has become increasingly clear to the subcommittee as 
we go along. 

Dr. Leake. Yes, but there are some other factors, if I might just 
say something to this point. There are the costs involved to the manu- 
facturer, which include the promotional costs to which you have just 
referred. But it includes the research background and development 
and all the other things that come before your committee. But now 
I would point out to you that in the cost as it finally comes to the 
public, there are other factors involved in merchandising. In the 
first place, the retail druggist carries an enormous inventory, maybe 
10,000 or 12,000 items. He has to pay rent on his store right along. 
He has to pay for his clerks. 

Mr. Drxon. I was talking about the wholesale price. 

Dr. Leake. Even in the wholesale price, sir, there is a jobber to 
whom the drug manufacturer sends his drugs for local storage and 
jobbing, so they are immediately available. 

Mr. Dixon. But in the figures that I had—I did not point them 
out, and I am sorry I did not have the original chart here—but the 
selling costs are separate from promotion. This is pure promotion. 

Dr. Leake. Then let’s make sure that we are talking about the same 
final price. I am talking of the price that the consumer pays, whether 
he buys wholesale or retail, and there is a huge markup there. 

Mr. Drxon. I know that. 

Senator Hruska. If counsel will yield, and if my recollection is not 
erroneous, the 24 percent referred to did not have to do with promo- 
tion alone. It embraced this classification, Doctor, selling and dis- 
tribution, which included the promotion. 

Mr. Dixon. That is correct. 

Senator Hruska. But it also had many, many other factors and ele- 
ments besides promotion in the shape of brilliantly printed circulars 
and brochures. 

Dr. Leake. That is the point to which I was referring. 

Senator Hruska. That is the point which you were trying to get 
within that reference. But the 24 percent is not for promotion. It 
is for selling and distribution after it leaves the warehouse. 

Dr. Leake. I am surprised it is that low then, because I am aware 
that the jobber takes an enormous risk in the inventory that he has 
to maintain. 

Mr. Drxon. This is at the manufacturer’s level. 

Dr. Leake. OK. 
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Mr. Dixon. We are fully aware of what happens after it gets to the 
retail druggist, but what [ was pointing out was just the cost to the 
manufacturer. 

Dr. Leake. Well, now again there is a difference you see in what a 

en could supply directly on bid and what a jobber could 
supply. 
r. Dixon. I understand. 

Dr. Leake. You understand that, all right. 

Senator Carrott. Thank you very much, Doctor. You have been 
very helpful. We want to thank you very much, Doctor, for coming. 

May I say to Dr. Bowes, our next witness, as I said to the preced- 
ing witness, that you may deliver your statement in a few moments. 

In introducing Dr. Bowes, I want to say that he is in general prac- 
tice, and as such is in the best position to know what a typical general 
practitioner does, and what he receives in the form of advertising and 
commercial material. On the basis of his own experience, which I un- 
derstand he has checked with other physicians, he has made a statis- 
tical study of the amount of advertising and promotional informa- 
tion which doctors receive from the drug companies. 

Doctor, as I tried to indicate, in your statement you may summa- 
rize, you may jump from page to page, you may handle it in any way 
that you choose, but your entire statement will be included in the 
record. 

Dr. Bowes. 


STATEMENT OF DR. JAMES E. BOWES, SALT LAKE CITY, UTAH 


Dr. Bowers. Thank you, Mr. Chairman. 

Senator Carrotu. I might say at the very outset that the biograph- 
ical sketch of Dr. James E. Bowes will be put-in the record at this 
point. 

(The document referred to follows:) 


Dr. JAMES E. Bowes 


Graduate, Georgetown University, 1944. 

Graduate, New York Medical College, 1949. 

Interned, New York City, 1950. 

Specialized training in obstetrics and gynecology, Cleveland, 1951-52. 

Specialized training in obstetrics and gynecology, Philadelphia, 1953. 

Graduate work, obstetrics and gynecology, University of Pennsylvania, 1954. 

Obstetrical practice, U.S. Army Hospital, Fort Hood, Tex., 1955-56. 

Private practice, Salt Lake City, Utah, 1957-60. 

Conducted mass polio immunization campaign, Salt Lake City, 1957. 

Medical society memberships: AMA; American College of Obstetrics, Gyne- 
cology ; American Society for the Study of Sterility ; Utah State Medical Society. 


Dr. Bowers. Thank you, Mr. Chairman. 

Mr. Chairman and members of the subcommittee, I am appearing 
here solely as an observer of the commercial aspects that come into 
the private physician’s office. 

We doctors all know that the American drug industry has led the 
world with its great advances in research and producing the medicines 
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to keep us living healthier and longer. May they continue to do so. 

Much testimony has already been given concerning the high cost 
of research. It has also been mentioned that if all profits were re- 
moved, the cost of drugs to the patient would not be substantially 
reduced. I agree with these statements. But, it is my feeling that 
the drug manufacturers have been misled somehow into distorted 
promotional methods that border on the unprofessional. 

I have no complaint with their margin of profit. But, such waste 
of “throwaway” drugs and circulars as I shall mention today are a 
major factor in needlessly increasing the drug firms’ total cost of 
operation. 

Therefore, I submit this thesis: If direct promotion to doctors 
were eliminated, final drug prices could be greatly lowered, 

It seemed to me one day that I was spending quite a large part 
of my mornings looking at circulars sent by drug firms. As I devoted 
more and more time to this rather unprofitable and often repetitious 
reading, I thought I'd start keeping track of just how much mail of 
this type came into my office daily. So, for 2 calendar months I 
weighed every piece of mail on a postal scale, noting the company, 
the bulk rate paid and the corresponding third-class rate that you or 
I would have to pay if we were doing the mailing. I noted the drug 
samples received and calculated the wholesale cost of each pill, 
powder, and liquid they contained. The results soon began to look 
fantastic. 

It would take two railroad mail cars, 110 large mailtrucks, and 800 
postmen to deliver the daily load of drug circulars and samples to 
doctors if mailed to one single city. Then after being delivered, it 
would take over 25 trash trucks to haul it away, to be burned on a 
dump pile whose blaze would be seen for 50 miles around. 

Instead, this tremendous Ioad is scattered out to 2,000 cities and 
towns. 

I began this project in 1957 and repeated it several times in 1958 
and 1959. I shall confine the matter of this report to those results 
found for 1959 except where otherwise stated. 

The first phase concerns itself with the volume of circulars and 
samples and their mailing costs. 

All told nearly 60 pharmaceutical houses were represented in the 
grand total of circulars and samples that began to pile up in my office 
in both the 1957 and 1959 survey. In a single day these varied from 
1 to 28 pieces with a daily average of 10.5. (The average in 1957 
was 9.1 pieces as shown in table 1.) This meant that the estimated 
150,000 doctors all over the country were receiving daily over 1.5 mil- 
lion pieces of mail. The Salt Lake City Post Office can handle only 1 
million pieces of mail per day. There are more than 150,000 doctors 
but this is the approximate number on the drug houses’ mailing lists. 

The Wallace Co. alone sent 17 pieces of mail during 1 month to 
my office. Lederle, Abbott, Mead Johnson, Smith Kline & French, 
Pfizer, and A. H. Robins followed closely with heavy volume. 
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Here is a list of all drug firms that sent literature and samples in 
the order of frequency of pieces for a 1 month period: 
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Senator Carroty. It ranges from Wallace, which sent 17 pieces 
of mail in one month, down to Bentex Pharmacy, which sent one. 
The total runs as high as 60 or 70 firms. 

Dr. Bowes. Yes, sir. 

Senator Carrott. You may proceed. 

Dr. Bowers. Some firms sent as much as two to four circulars per 
day, especially Abbott, Lederle, National, Doho, Nordsen, A. H. 
Robins, Mead Johnson, and Warner-Chilcott. 

Drug mail was heaviest on Monday with an average of 16 pieces 
and lightest on Friday. 
ay I ask the chairman if I could have the brighter lights turned 
off. 

The average daily weight of my particular circular and sample 
pile was 1.06 pounds (table 1), making the total for all the physicians 
nearly 80 tons per day. Doctors also received 69 tons of journals 
and periodicals daily as well as 24 tons of ordinary mail. 

Simple addition of the 80 tons of circular—I will say here that this 
is a picture showing the amount of circulars and journals received 
in my office during the entire month of December, 1959. Simple 
addition of the 80 tons of circular and sample mail delivered daily 
results in 24,247 tons per year. What purpose does it accomplish for 
the drug manufacturer or for the doctor? Does a doctor, who has a 
professional education, require so much repetition to get across to 
him the idea of a new drug, or push an old one? And do the drug 
firms have the right to take up so much of a doctor’s time or his 
tax money—and that of other taxpayers—by burdening the post 
office to deliver circulars at a reduced rate? 
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The circulars are interesting to read for the new doctor and a con- 
siderable amount of money and talent is put into them. The samples 
are sometimes useful for indigent patients or even the doctor’s family. 
But the average doctor can’t take the time to seek out the indigent 
for his drug samples. Most physicians and clinics keep the samples 
the drug houses supply because it would be wasteful to throw them 
away. In my survey 47 pieces of mail out of 264 delivered for the 
one month contained samples. This is an increase of 14 percent over 
those received in 1957. Ten out of eleven times Smith Kline & French 
sent samples combined with circulars. 

But can the average doctor take 1 hour out daily for reading all 
the drug literature? I decided to find out just how other doctors in 
the community viewed this office nuisance. 

In phone contacts with a hundred doctors’ secretaries I found that 
54 percent of them immediately dumped most circulars into the waste- 
basket, excepting only those which dealt with new drugs. They let 
only the first class mail go through to the doctors’ desks, in this way 
avoiding repeated advertisements. The remaining 46 percent reported 
that the doctors sorted all of their own mail. One busy specialist 
should receive special praise from the drug companies. He dictates 
important points from the circulars over his tape recorder for the 
secretary to type. 

Doctors in two of the large medical clinics in town had an equally 
drastic policy. Their mailroom clerk was instructed to throw out 
all circulars and store the samples in a separate room for the doctors’ 
leisured perusal. One clinic tried to have the post office burn all their 
circulars before delivery to save wear and tear on the postmen. This 
idea had to be shelved because “The mail must go through.” 

Hospital physicians often instruct their mail clerks to discard all 
circulars that are delivered. “At one university hospital there are sev- 
eral huge wastebaskets at the foot of the mail slots for quick disposal 
of all third-class mail. 

Ask any postman what his biggest burden is and he will answer 
“the circulars,” or as he calls them “the flats.” Postal officials say it 
takes a new postman some time before he becomes calloused to seeing 
the doctor’s secretary dumping the circulars into the trash can before 
his very eyes. 

Is this just another one of our wasteful American habits? Or is 
more involved than an overflowing trash basket after the mailman 
leaves his load? What is the pharmaceutical house really accomplish- 
ing? Is there a loss of money involved to the firm as well as to the 
taxpayer ¢ 

The drug circulars require much less postage than a private citizen 
is charged for the same item. Drug firms can mail it bulk rate at a 
minimum charge of 2 cents per piece for the first 2 ounces plus 1 
cent per additional ounce, compared to our third-class mailing at 3 
cents for the first 2 ounces and 114 cents each additional ounce. 
Even after the proposed increase to 214 cents per piece for circulars in 
July 1960, it will still not meet the handling cost to the post, office. 

We are told by drug manufacturers that it costs between $7 and 
$8 to have a detailman make a single call. Naturally there is a sub- 
stantial saving in mailing a simple paper circular to the doctor’s 
office. But most companies send drug representatives in addition to 
the copious flow of circulars by mail. 
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Apart from the actual cost of designing and printing the circulars, 
what is the daily postal tab for the drug firms? The circulars and 
samples sent to my office for 1 month cost the drug firms $6.85 in 
postage for the month, an average of 28 cents per day. But if you or 
I send the same number of pieces through the mails at third-class 
rate we would have to pay $9.95 for the month, or 40 cents daily. 

Table 2 is right here on this sheet and it will show the breakdown 
in the postage tor the bulk rate, to one office, daily 28 cents, monthly 
$6.85, and yearly $84.73. 

If estimated out, this bulk rate comes to for the 150,000 doctors, 
over $41,000 daily or slightly over $1 million postage a month for 
all physicians, and over $1214 million per year postage for the cir- 
culars and samples. 

Comparatively for the third-class rate, it comes out to a total, if the 
ordinary taxpayer had to pay for this postage, of slightly over $18 
million a year. Thus, showing the differences between the bulk rate, 
actually what the drug firm is allowed to pay and the third-class rate 
that the ordinary taxpayers are allowed to pay in 1957 before that 
postal increase rate, the yearly difference was over $214 million. 

In December 1959, based on that month, the annual difference be- 
tween bulk rate and the third-class rate, the annual difference is $514 
million. 

TABLE No. 2 


1959 


Bulk rate (actual rate 3d class mail rate (for 
used by drug com- comparison) 
panies) 


150,000 150,000 
1 office medical medical 
doctors doctors 


5 $41, 670 $0. 40 $59, 670 
ARREST SELES SEPIA 5. 1, 026, 000 9. 95 1, 491, 750 
Yearly . 7 12, 709, 350 121. 53 18, 229, 500 


Differences between bulk rate and 3d-class rate 
1957 1959 


$9, $18, 000 
Monthly 38, 465, 000 
Yearly ‘ 5, 520, 150 


Quite a difference—$514 million—and of course the only one to 
make up the difference is the Government, alias you and I, in our 
role of taxpayer. This also means that each of us 150,000 doctors pay 
this difference of $36 yearly out of our own pocket for the privilege 
of being snowed under with circulars and samples. (See table 2.) 

That $514 million would finance many a research project in our 
medical schools. The $12 million paid by the drug manufacturers 
merely for bulk rate postage on the circulars and samples would 
build three large hospitals per year. Probably 50 hospitals could 
be added to this figure if we had the amount of money that the 
pharmaceutical houses throw into the doctors’ wastebaskets. 
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Drug firms might find their advertising more effective if combined 
in one single weekly tabloid newspaper similar to Upjohn’s “Scope” 
which many doctors read with interest. Abbott and Lederle have 
done a competent job for many years with their “What’s New” and 
“Bulletin” respectively. 

The drug advertisers should continue to support the professional 
journals and some of our most widely read trade magazines like 
“Medical Economics, M.D.,” “Modern Medicine” and “Medical 
Digest.” 

One answer to this problem of mail circulars could be to write 
“Refused” on the mailer. But, this would only add to the burden of 
the post office and further increase the cost to the drug manufacturer. 

Canada has a policy of “let those who use the mails pay for it.” 
Our U.S. Post Office operated at a $605 million deficit in 1959 and 
there are indications that it will be higher this year. Wouldn’t it be 
fairer for the drug industry instead of adding to this burden, to 
pay the rate necessary to handle their mail without tax support é 
Advertisers already reap the benefit of being able to write the expense 
for circulars and samples off their income tax. Must the American 
public continue to pay for what is a privilege for drug companies 
and a nuisance, in its present form, to doctors? 

I would like to repeat here the statement that I wrote in a report 
in 1957 that was never published : 


Drug manufacturers might review among themselves this one-half billion dollar 
expense before the people clamor for an investigation of the high cost of drugs. 


2D PHASE: COST OF DRUG SAMPLES 


I have already mentioned that 47 pieces of mail in 1 month con- 
tained samples. As shown in the picture this is actually 119 samples. 

There are shown there even recordings, Christmas carols that have 
been mentioned before this subcommittee. 

Many of the smaller firms cannot possibly compete with the few 
larger companies in multimillion dollar promotional campaigns 
directed at doctors. 

An example of a big promotional idea was that of Smith Kline 
& French who in October 1957 sent this assorted sample package of 
drugs to my office and, it is assumed, to all 150,000 doctors’ offices 
throughout the country, and as shown here in the statement, the 
wholesale cost of these drugs amounts to $18.99. The postage alone, 
4 pounds, amounted to $1.05. When estimated for all 150,000 doctors, 
it comes to the wholesale cost of the drug, $2,248,500, and the postage 
at $157,000, making a total for that one promotional campaign of 
slightly over $3 million. The comments of $9 million for research, 
previously made, is nothing compared to this. 

Senator Carrotu. Did the assorted sample packages that you have 
just displayed come in that case? 

Dr. Bowes. It came wrapped in cardboard, and the date is October 
16, 1957. 

Senator Carroty. And in that case? 

Dr. Bowes. Yes, sir; it came in this attractive case. This was 
contained in the cardboard wrapper, just as this, through the mail. 





10458 ADMINISTERED PRICES 


Some assortment of, I would say, easily 25 different drugs, Mr. Chair- 
man, and brochures contained about each drug. 

Senator Carrott. You make the observation here on page 10: 
Many of the smaller firms cannot possibly compete with the few larger com- 
panies in multimillion-dollar promotional campaigns directed at doctors. 

What is the basis of that statement, Doctor? 

Dr. Bowes. The basis is from comments of detailmen, sir, that 
have said that they can’t compete with the advertising circulars and 
samples because of their major capital assets, which would not allow 
it, and their small volume of sales, I would imagine too, sir. 

Senator Carroii. Do smaller companies also follow this practice of 
giving away substantial quantities of drugs? 

Dr. Bowes. I have noticed, Mr. Chairman, that in a comparison of 
the 1957 survey that I made, and the 1959, that some of the companies 
during 1957 that showed a small amount of expenditures for circu- 
lars and samples are now up in the higher brackets. 

Now, I don’t know what explicit observation I could make from 
this, but they are starving, they are being pulled up into this form 
of action of promotion. 

Senator Carroti. You may proceed, Doctor. 

Dr. Bowes. Thank you, sir. 

During the month of December 1959, 7 detailmen visited my office 
and left 65 drug samples (table 3) valued at $48.07, an average of 
$6.87 in samples from each man in 1 month. My office is not in a 
medical center neighborhood, so I probably don’t get as many visits 
from detailmen as do my colleagues in office buildings. As the pic- 
ture shows, the detailmen, therefore, leave $576.84 worth of drugs at 
my office in 1 year, or a possible $86,526,000 worth from the detailmen 
in 150,000 medical doctors’ offices per year. It, has been a puzzle to 
me how a registered pharmacist is restricted in giving drug samples 
to doctors, friends, and relatives and yet a drug detailman can so 
freely give samples away to doctors, and office assistants without any 
authority to dispense drugs. 

Previous statements have been made that the drug samples are 
used for indigent patients. I wish to differ with this by stating that 
of the two pictures of drug samples that you saw from detailmen and 
through the mails, I was not able to find a use for more than one- 
fourth in my practice. 

At this very moment I would estimate that there are 2,025 tons of 
drug samples in the backrooms of doctors’ offices throughout our 
country valued at $30 million. This means, in terms of each doctor, 
27 pounds, or $200 worth of medicines, wholesale cost not being used. 

As proof of these facts, I recently solicited the offices of 22 of my 
fellow doctors in Salt Lake City for their throwaway drug samples 
that they could not possibly find use for. I collected over 600 pounds 
of drug samples. The er value of them was $4,400. This 
amount represented an accumulation of samples over not more than 
a 6-month period. Thus, the $30 million estimate could further be 
stated as $60 million worth of drug samples going to waste per year. 

As a constructive solution to making use of the pile of drug sam- 
ples collected from my colleagues’ offices, I began a project of “medi- 
cines abroad.” So far, we have provided and shipped drugs to—— 
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Pounds Wholesale 
cost of drug 


West Side Clinic (charity indigent clinic) $235. 32 
Mission hospital in Tanganyika, Africa 770. 66 
Mission hospital in Philippines i 
Home for the aged in Salt Lake City 


We are now preparing shipments to India and Sumatra and it is 
— that we might enlarge this program to include many other 
indigent countries of the world. 


THIRD PHASE: PRINTING AND PACKAGING OF CIRCULARS AND SAMPLES 


To determine the expenditure of the drug firms in printing their 
circulars and packing the samples, a local commercial firm was called 
upon to evaluate what it would cost to complete 150,000 pieces on each 
type of circular received during 1 month, This amounted to $2,154,972 
in a 1-month period (table 4). This was estimated to $165.73 per 
year in one office, or $24,859,665 to the estimated 150,000 doctors’ 
offices. 

Senator Carrot. Doctor, before we leave this drug sample discus- 
sion, what do the detailmen say to you when they leave drug samples? 
Why do they give doctors drug samples? I assume that they do 
visit you? 

Dr. Bowes. Yes. 

Senator Carrot. They leave you drug samples, and then what? 

Dr. Bowes. They visit my office and talk tome. I see them. There 


are many doctors that don’t have the time to see all drug detailmen. 


I have a selected few who are allowed to get through the office assistant. 
I talk to the drug detailman or I listen to his detailing on this par- 
ticular drug, and he will say that he has such and such a drug, that 
they are coming out with, that is new on the market. 

They will give me a card brochure on it, I don’t have it here, sir. 
But they will leave that or they will show a chart with curves of toxic- 
ities, as Dr. Leake showed here, the effectiveness in the bloodstream. 

They will give a talk on that. “And by the way, here are some 
that you can try and see what you think of the drug.” 

Senator Carroti. Do they compare it with another drug? 

Dr. Bowers. They compare it, sir, and sometimes it is printed in 
the brochure on your desk, Sometimes they will use an audiovisual 
type thing to show you the different kinds of things to catch your eye, 

Senator Carroii. Do they refer to the medical journal which ap- 
proves this? 

Dr. Bowes. Frequently, sir, they will. 

Senator Carroti. And the Food and Drug Administration ? 

Dr. Bowes. Frequently they will, if it is a product that has been 
on the market for almost a year, or for some months. 

They will lay before us and leave with us a reprint on this drug, 
showing the effectiveness of it. It will usually be done by some 
university project or physicians. There is always physicians’ names 
attached to this, They will compare other drugs, too. They will not 
necessarily name the competitor’s drug, but they will name it in a 
generic sense. 

35621—60—pt. 18 —15 
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Senator Carrotz. Were you here this morning when Dr. Leake 
testified ? 

Dr. Bowes. Yes, sir; I was. 

Senator Carroiu. Did you hear this statement : 

Even the detailmen who visit physicians regularly seldom give the scientific 
background necessary for the sensible use of a new drug. 

Do you have any comments to make on that? 

Dr. Bowrs. Yes, sir; Ido. I frequently ask the drug representative 
for the side effects, the disadvantages, because all doctors are aware of 
that, because the doctor is the sole medical legally responsible person 
in the end for the outcome of this patient, and we frequently ask for 
the side effects, and the answer usually is, “A little nausea, headache, 
dizziness, and the side effects are generally minimal.” That is the 
answer. 

Senator Carrott. Would you say that doctors generally are very 
alert, if they have the time really to gather the information from a 
detailman as he brings in a new drug? 

When you think of all the circulars that come to you, and the pres- 
sure of your own office work, do you have the time really to go into it 
with the detailman? Do you take his word alone or do you do 
separate and independent studies on a new drug, either from the 
medical journals or from other sources? 

Dr. Bowers. From the medical journals and our own specialized 
journals, Mr. Chairman, we can usually collaborate the minimal infor- 
mation the detailman has given us, and if we see it in one of the long 
specialized journals, a comparison by men that we feel are com- 
petent, our own colleagues in our specialties, then we will accept that 
material a little stronger from the medical journals. 

But not necessarily the ads preceding and at the end of journals. 
Those are just eyecatchers for the names. 

Senator Carroti. That leads me back to the previous question. 
Why do they give these drug samples? There has been scientific re- 
search; reports have come out ffom the Food and Drug Adminis- 
tration; it is contained within the medical journals. Why would 
they leave samples? You are not going to investigate, are you? You 
just use the drugs. 

Dr. Bowes. If a doctor has a family, frequently they will leave 
drugs that generally are tried and true, as antibiotics or vitamins, 
if your family is growing, as mine is, vitamins and so forth. 

But, ordinarily, I try to figure out why the samples are left with the 
doctor, other than just seeing what the pill looks like, green or red 
or something of that nature, because the lay person frequently, when 
they are talking to another doctor or they have been moved from a 
different location in the country, they will frequently describe the 
drug as a red or a pink or shiny capsule, and perhaps that is one 
of the big reasons why a doctor may be allowed to see the medicine, 
what it looks like. 

Now as far as its use, it is thought, as I have mentioned here, that 
much of the medicine can be useful completely in his practice for 
indigent patients, and I think another reason it is left is that it is 
to be given as a starter dose with the patient, and then to write a 
prescription for the same product, so when that small amount runs 
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out, the patient will then be continued on the same drug, hoping the 
doctor will write that prescription. 

Senator Carroti. Couldn’t the doctors themselves end this practice 
very quickly ? ; 

Dr. Bowes. No, sir; I do not believe they could. I believe most 
doctors are conscientious for the quick cure and the good care for 
their patients. , : 

But if this represents one of the tetrazines or the tetracyclines, an 
antibiotic thing, and I am not a pharmacologist, if the drug has some 
merit of use with your colleagues in the hospital or in our medical 
journals, then we will use that. But a brandnew drug, I personally 
am very cautious of using, unless I have seen some substantial evidence 
of good effects. 

Senator Carroii. Senator Hruska must leave, and he will ask some 
questions now. 

Senator Hruska. Doctor, along that same line, what you are trying 
to say, as I get it, is that you are trying to use aoe independent 
judgment on the things which you do buy in the field of new drugs. 

Dr. Bowss. That is right. 

Senator Hruska. And you depend not only on the brochure, do 
you? They have these printed—it is a part of the label and the 
parlance of the Food and Drug Administration, with the side effects, 
and some of the more technical information about it, which is in com- 
pliance with the law, as I understand it. 

Dr. Bowss. Yes; that is right, sir. 

Senator Hruska. So that it is not only the purple and pink bro- 
chures that you look at, but you do check the technical makeup and 
composition of the thing, and also try to match it up with journals 
and perhaps experiences of your colleagues with that particular 
product. Is that your normal ‘procedure? 

Dr. Bowes. That is right, sir. Ido that. I try to follow the tried 
and true, the good effects of the drug. I just don’t take the new drug 
that I have never seen before and never heard of—I do not try those 
drugs; I wait. 

i SanntOr Hruska. Do most of your colleagues try to do the same 
ning ? 

Dr. Bowes. I believe that most of them do, sir. 

_Senator Hrusxa. Doctor, I should like to ask a few general ques- 
tions. As the chairman has indicated, I will have to leave shortly. 
You are located in Salt Lake City. Are you in general practice there? 

Dr. Bowes. I am in specialized practice, obstetrics and gynecology. 

Senator Hruska. Are you associated with the University of Utah? 

Dr. Bowers. I am. I am an instructor over there in the obstetrical 
department. 

Senator Hruska. On a consulting basis? 

Dr. Bowes. On a teaching basis to medical students and to the resi- 
ae in Se heres, 

enator Hruska. How many are there on your faculty there i 
University of Utah College of Medicine? 7 , ae 

Dr. Bowers. Well, now, the paid faculty? 

Senator Hruska. Yes, the full time and then the others. 

Dr. Bowes. I would imagine, sir, that there may be 400. 
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Senator Hruska. Including the consulting men and the part time, 
the clinical men and so on ? 

Dr. Bowes. Yes, sir. 

Senator Hruska. You are not representing the faculty ? 

Dr. Bowes. I am representing myself as a private physician ob- 
server. 

Senator Hruska. You are a member of different organizations and 
associations ? 

Dr. Bowes. Yes, sir. 

Senator Hruska. But you don’t represent them here. You are 
representing yourself. Are you here by invitation, Doctor ? 

Dr. Bowes. I submitted my observations 4 or 5 months ago when 
this committee first started, and I volunteered to appear if it was of 
some value, this information. 

Senator Hruska. So you are here as a voluntary witness ? 

Dr. Bowes. Yes, sir. 

Senator Hruska. To tell what you know. Have you published any 
oe or reports in this same field about which you are testifying 

ay ? 

De Bowss. No, sir, I have not. I attempted, and I have submitted 
them to six or seven editors. 

Senator Hruska. I see. I thought perhaps you had a book or a 
treatise or paper that you delivered on it. 

Dr. Bowes. No, sir. 

Senator Hruska. Mr. Chairman, I think the witness has brought 
us some very fine information from the standpoint of a general prac- 
titioner. Perhaps the generalizations which he makes from the stand- 
point of a practitioner, an independent general practitioner or a 
specialist, when projected into an industry which has two and a half 
billion dollars annual sales, may miscarry along the way. 

In fact, there probably is some testimony by industry representa- 
tives which might indicate that. However, I think there is consider- 
able value in getting the standpoint’and the viewpoint of one who is a 
physician, and I want to commend him and thank him for his appear- 
ance here. 

I do think, however, in regard to the testimony on the post office 
matter, we ought to make that part available to the Committee on Post 
Office and Civil Service and the Appropriations Committee. Per- 
haps they may be interested in that third class mail and what we 
commonly know as junk mail. 

Of course, I don’t know just where we might stop if we prohibit 
junk mail. Maybe some people might object to it. But you do cast 
some fine light on it, and apni want to say I am grateful for your 
appearance. 

enator Carrott. Let me say to the Senator from Nebraska that 
the pharmaceutical industry will not like it if you call it junk mail. 

Senator Hruska. I was referring to other mail as junk mail. 

Dr. Bowes. Mr. Chairman, may I add one point here before Sen- 
ator Hruska leaves. 

Yesterday I received this sample in the mail addressed to me, 
packaged in something larger, cardboard, and this is the box the 
mailman carries. This is the drug put out by a company, Esidrix. 
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It is a urinary type drug, and removes water from the system, and 
it is a blood pressure type thing, and this is the persuader that brings 
it to mind, that it may be used for. 

Naturally this has some mental storage in the doctor’s mind of 
what this is used for, and some mental connection of what this drug, 
this small glass, this urinal, as evidence of what it may do to the 
doctor’s persuasion or hidden mental faculties. 

This may not persuade him to use that particular drug, but when 
he thinks of something later, it will ring a bell, and he may be using 
this. 

Senator Hruska. Is that good or bad, doctor? Will you buy that 
drug on the basis of having that little urinal supplied to you as a 
careful doctor ? 

Dr. Bowes. As a careful doctor, this is probably a good drug. It 
is a year or so on the market, and many of us are using it. But need 
pe 7 appeal to our professional judgment with something of this 
sort 


Senator Hruska. We had a witness here yesterday who said that 
there are a lot of doctors, in fact he said that there are many physi- 
cians who still have to be taught the difference between a golf ball and 
a proper drug to be used for prescribing in their practices. I presume 
he had reference to an instance where instead of that little bottle 
which you showed us, maybe there was a golf ball with a pill shown. 
Do you subscribe to that kind of viewpoint, that there are many doc- 
tors who would be influenced in the use of a drug because there is a 
golf ball with it, or a little gadget of some kind ? 

Dr. Bowes. I don’t think so, sir, but I think that if there is a social 
program of a cocktail party or dinners, or some other large function, 
that it is very humanly possible-that an individual can be persuaded, 
can be influenced by at least trying out the man’s product and experi- 
menting with it. 

Senator Hruska. To the detriment of his patient ? 

Dr. Bowers. Oh, certainly not, sir. 

Senator Hruska. Thank you, Mr. Chairman. 

(At this point Senator Hruska left the hearing room.) 

Senator Carrot. Doctor, it is obvious that they had a purpose in 
sending that little bottle. 

Dr. Bowers. But this tablet will produce more of the liquid excreta 
than could be contained in this bottle. 

Senator Carrotu. I think you said it rang a bell. You were mix- 
ing your metaphors. 

r. Krrrrie. Doctor, let me just ask you one question. The _ 
tion was raised why samples are left with you physicians, and I am 
just curious, 

Do you feel indebted in any way to a company because they leave 
drugs with you? Do you purchase their drugs rather than some 
other drug, or do you feel irritated ? 

Dr. Bowes. I don’t believe that I feel irritated, sir, no, nor do I 
feel indebted to that individual for leaving me the drug that I will 
be indebted enough to prescribe his drug alone and all the time. 

Mr. Krrrrie. So I mean it is not a means of medical payola or 
anything like that. 

Dr. Bowes. I don’t believe so, sir, but I believe that it has some 
mental recall to that individual’s human mind. 
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Mr. Krrrrie. Thank you. 

Senator Carroti. Doctor, will you proceed? I think you were 
asked whether you wrote any books. Have you submitted reports 
of this nature to your profession—— 

Dr. Bowss. Yes. 

Senator Carrot. And ask that they be published? Have they 
been published ? 

Dr. Bowrs. No. 

Senator Carroty. Have they been accepted ? 

Dr. Bowrs. No, sir, they were not accepted. 

_ Senator Carrot. Don’t give up. They may be after this hearing 
is over. 

Dr. Bowrs. And I submitted them to two journals and editors 
whom I had previously been acccepted by as having reports published 
along scientific and medical lines. 

Senator Carrot. I want to say to you that for myself, when I 
think of a doctor coming from the grassroots, we are trying to find 
out how these things are done, and I think you are giving us very 
valuable information. 

I come back to the giving of samples to doctors generally. I know 
it is done. You indicate that some of these samples are gathered in 
the backroom and you collect them and you send them away. Why 
do doctors accept them? I donot understand. 

Dr. Bowes. I think it is the nature of individuals, probably, to re- 
— gifts. Or maybe the potential usefulness of any object in the 

ture. 

Senator Carroiu. It is a thing of value, therefore accepted, and 
having been accepted, it is human nature not to throw it away if it 
has value? 

Dr. Bowes. Yes, I think so, sir. 

Senator Carrouu. It raises the question in the first place, Why do 
they accept it? They know it has a value, unless they would do it 
for a charitable purpose or for some indigent patient, I can under- 
stand that. 

Dr. Bowrs. Maybe, sir, it is the optimistic male that for the indigent 
person that may come along, he will have that supply for him. 

Senator Carrot. That is understandable. All right, proceed, sir. 

Dr. Bowzs. The total cost of promoting drugs to doctors through 
the mail and detail men is given in table 4 as $210,261,215. I will put 
this chart here for the committee to see. I am familiar with the 
figures. 

The total cost of all of this es drug samples, printing, and 
ackages amounted to $210 million a year. This is greater than the 
194 million annual price tag for research and slightly more than 10 

percent of the reported $2 billion annual gross sales on prescription 
drugs. Therefore, if this promotional phase were discontinued it 
could readily result in an overall reduction in the cost of drugs to the 
patient by at least 10 percent. 

No attempt has been made to estimate in this statement the cost of 
promoting drugs at the many medical conventions throughout the 
country nor of the tremendous expenditures paid for medical journal 
advertising. 





RDaeroqgos woe >” 


g's b>” 


ADMINISTERED PRICES 10465 


Senator Carroty. Doctor, I must say to you, that at a previous 
hearing—I think it was the automobile hearing—a point was raised 
about the excessive cost of advertising, publicity, and promotion. 
That point was included in the committee report. Then there was 
a hue and cry raised all over the Nation. It 1s true, they said, that 
we spend this money, but this is how this Nation became great by 
advertising and promotion; we have to think of the printers that go 
to work, the amount of people employed in the paper industry, and 
soon. 

It occurs to me that when we get into printing and packaging, I 
hadn’t thought before that this would reduce the cost of drugs 10 
percent. Do you base this 10 percent reduction on the way you have 
projected the figures? 

Dr. Bowes. Yes, sir. This would be based on the total cost of 
postage, the wholesale cost of drug samples, and the packaging of 
samples. 

Senator Carrotu. At the outset of your testimony you said: 


It has also been mentioned, that if all profits were removed, the cost of drugs 
to the patient would not be substantially reduced. 


Then you said: 
I agree with those statements. 


I was led to believe that you were really striking at the promotional 
methods of the drug manufacturers, which borders on the unprofes- 
sional. I am interested, as I think the bulk of this committee is, in 
the antimonopoly and price-fixing aspects. 

But you say here: 


I have no complaint with the margin of profit. 


Dr. Bowes. Sir, I mean there in that statement that I can’t com- 
plain of the profit made by the drug industry after the total cost of 
research, raw material, promotion, advertising. 

The profits that the industry has mentioned I think in previous 
publicity we have seen, or results from this committee have mentioned 
the profit as being almost equal to other industries, and this appears 
to—I am not a cost accountant 

Mr. Dixon. Doctor, on that point you are under a misapprehension. 
The evidence to this committee that has been presented is that the 
drug industry enjoys profits of 21.4 percent after taxes on their 
stockholders investments, whereas the average industry enjoys only 
11 percent. 

r. Bowrs. Not being an economist, I am not equipped to criticize 
the overall profit of the drug industry. 

Senator Carrot. Doctor, let me ask you this question. When a 
detailman comes in to see you and talks about a new drug, attempts 
to sell you on the advisability of using this new drug, of course, in the 
case of all doctors, your principal interest is the health of your 
patients? 

Dr. Bowes. Yes. 

Senator Carroiy. Do you talk to them about price? 

Dr. Bowers. Yes. 

Senator Carrot. Are you much interested really in comparative 
prices ? 
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Dr. Bowes. I ask every detailman what it is going to cost per unit 
for the patient. I write it down. I write it on the card he leaves, 

Senator Carroti. Do you observe in some of the antibiotics that 
there is very little price differential? 

Dr. Bowes. I am not in that type practice, Mr. Chairman, where 
I see—most pregnant women are so-called ill, but it is a physiological 
process, and only the few become ill to the point where I have to use 
antibiotics, 

Senator Carroti. Would you say that doctors generally in your 
area—do you discuss this among yourselves !/—do they have an inter- 
est in the price range of the drugs that they prescribe for their 
patients? 

Dr. Bowes. I believe that when you talk to a colleague about cost 
to the patient that they all agree when you bring it up that they 
would like to keep the cost down to the patient. 

But I think in a busy practice, the busy practice office, that the 
doctor is not always thinking about prescribing or, looking up the 
cheapest drug. 

Senator Carroty. His basic interest is health, not economics. 

Dr: Bowes. Well, he is concerned; if you ask him if he hates sin 
and high cost, he will say “Yes.” 

Mr. Cuumpris. Will the chairman yield? 

Senator Carrotn. Yes, I will be happy to. 

Mr, Cuumpris. On this particular point, I will read from the 
transcript on page 3614 in a letter to Senator Dirksen by some doctor 
who wrote in to Senator Dirksen, and Senator Dirksen put it in the 
record. The doctor is Dr. Bruce Frank Andreas, Mentor, Ohio, and 
he says as follows: 


I am sure most of them [doctors] at least I always do, tell the patient that 
this is going to be a rather expensive prescription, and try to give them an idea 
of the cost and tell them why, and explain to them that it will cost them less in 
proportion to buying one prescription than half a dozen of something cheaper 
which in the long run would cost them mere, and they will not recover as quickly, 
therefore would lose more time. I find that when I do this, most people do not 
mind the prices that some of the antibiotics cost. 


Is that the way you view it? This is a doctor who wrote at random 
to Senator Dirksen, 

Dr. Bowrs. I follow the same procedure. And in part of my prac- 
tice, I have some drugs that are being publicized now in the lay press, 
after our obstetrical meeting in Cincinnati last week that are costly. 

In some conditions there are no other drugs as effective, and we 
have to use those that are high cost. When it is a high cost drug, I 
do explain to the patient, “This is what we have available.” 

Mr. Drxon. Doctor, before you leave that point, when we were 
studying tranquilizers, we reached reserpine. Ciba sells reserpine as 
Serpasil, a thousand tablets at wholesale to the druggist at $39.50. We 
also heard from a small company at the time, I believe it was the 
Penray Co. Because of the large number of manufacturers that are 
manufacturing that drug, the small company was able to obtain the 
identical bulk product as did the larger companies. The same small 
company was selling it to the Military Medical Supply Agency, meet- 
i ge rigid tests they had to meet in order to sell oe product. They 
d their product to the druggist at $2.65. 


In. 
so 
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The comparison there was $2.65 as against $39.50, before the drug- 
gist applied his markup on it to the consumer. 

When you make reference to the statement that Mr. Chumbris 
pointed out, did you know or do you know that the same identical 
product can be bought with that difference ? 

Dr. Bowsrs. I know that, Mr. Dixon. 

Mr. Dixon. Do you think the average physician knows that ¢ 

Dr. Bowes. I don’t think so. 

Mr. Cuumpris. Mr. Chairman, on that point—— 

Senator Carrot. I don’t think the witness has answered. Do you 
desire to elaborate any more? 

Dr. Bowes. Yes, sir. I use reserpine, and I know it is cheaper, and 
therefore I prescribe it when I have those conditions that warrant it. 

There is a druggist in our city that I buy some of my supplies from, 
and he has drawn up a list of different drugs according to brand name, 
and according to generic name, and if we will prescribe the generic 
name, then he will use his judgment on what brand name to give ac- 
cording to the best buy from his store. 

This does not mean that I send my patients to any one particular 
druggist, but I also note on that sheet the generic name, and I can 
write it on the prescription if it is not a long drawn out complicated 
difficult thing for the druggist to read. 

I will prescribe that and write it and the patient will go to any 
druggist and get that generic named drug. 

I would not like to get into the controversy of generic names versus 
brand names, but I do prescribe the product that I know is cheaper, 
to answer the point. 

Senator Carrot. What justification is there for that wide price 
differential? And how do we solve it—I shouldn’t say we, but the 
medical profession—how do you get that adequate information in 
prices to protect the public? 

Dr. Bowes. I try to keep informed with the druggist, the drug- 
store, to get this information, and I look it up in price books. I ask 
the pharmacists in the hospitals where I practice, and they frequently 
know the cheapest drug to get the best results, 

Senator Carrouy. Is there any generally informed procedure that 
comes from the medical journals, or information coming from any 
other source, such as Government sources ? 

Dr. Bowes. Well, there is no cost information, sir. But there is 
information, as has been told this morning, as has been stated, from 
the AMA, in the pharmacology section of the AM Journal, and in 
our own medical journals there is the difference between its effect, 
but there is no instrument or communicating organ to the doctors 
stating the cost. 

Senator Carrott. Would there be anything harmful for the Food 
and Drug Administration to be putting out that type of information ? 
Would that be bureaucratic or injurious in any way to the medical 
profession ? 

Dr. Bowes. Well, I think it would be very advisable, and I have 
it in one of my proposals near the end of the statement. 

Senator Carrott. Mr. Chumbris has a question, but first, I am 
sorry, I didn’t quite hear that answer. 
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Dr. Bowes. I think it would be most advisable, Mr. Chairman, to 
have some information communicated to the doctor of a cost com- 
parison. 

Senator Carrott. This promotional scheme material and the ad- 
vertising, do they carry the price? 

Dr. Bowers. No, sir, they do not carry price. Only when you ask 
them for it. 

Senator CarroLL. Would that be helpful ? 

Dr. Bowes. I think it would be very helpful. 

Senator Carrott. Senator Paul Douglas is now conducting hear- 
ings on the question of protecting the consumer on purchases on the 
installment plan so that the consumer will know what he is going to 
have to pay and what the charge is going to be. 

I am not talking about the patient because the patient relies upon 
the doctor. When a man is sick and he goes to a doctor, he is not 
thinking about cost. He is thinking about getting well, and he has 
complete trust in the doctor. I think it is one of the most sacred re- 
lationships in our society that exists between a doctor and his patient. 
I am not talking about the patient. I am talking about the doctor. 

Would there be anything harmful to the profession to have the price 
included in the advertising for the medicine? I am not sure that I 
am right in this and therefore I qualify my statement and may change 
it as I get more information, but I am thinking in terms of how we 
can help the medical profession and how they can help themselves 
so we will not get into the situation described ie counsel here where 
there is this tremendous price differential. 

Mr. Cuvumpris. I think I have the aiswer, Mr. Chairman, and this 


is Mr. Pantzer, who is the head of Panray testifying before the sub- 
committee on Friday, January 29. Panray is charging $2.65. Mr. 
Dixon stated that Ciba is charging $39.95. Actually he gets $32 and 
some cents because there is the discount. 

Mr. Dixon. I was referring to the price at the drugstore. 


Mr. Cuumpris. Let me read what he said. Senator Kefauver asked 
this question : 


But $2.65 a thousand compared to $39.50—he would have spent 10 percent 
more or 15 percent more on advertising—— 


Then this is Mr. Pantzer’s statement testifying : 


Well, briefly, Senator, we do not spend at this moment at this situation for 
the last 2 years a single penny to advertise this drug to the medical profession 
or our entire business or reserpine. Today it has reduced itself where the busi- 
ness almost totally comes from competitive bidding, we do a very small busi- 
ness even at this level with the retail or wholesale drug field because we are 
not doing a significant individual promotion or educational job nor detailing 
job on the medical profession. 


And he goes on and states further : 


Let’s put it this way. The name surpenray as attached to reserpine is 
hardly known in the field because we discontinued advertising about 5 years 
ago, and incidentally at that price I don’t have the evidence here, our price 
to the druggist was about tenfold this. So it is somewhere in the neighborhood 
of $20 or $21 a thousand because we had a hard tough promotion job to do. 


In other words, Mr. Chairman, what he is saying then, when he 
did try to sell to the druggist—and that is when the doctor gets it, 
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when it goes to the druggist and not to the institution—he had to 
charge $21 a thousand. Then he goes on further and he says this: 

This would of necessity lead us to have a much higher ceiling price to the 
druggist. And even at that level we did a very small amount of it. Our price 
was not much lower than Ciba’s. The druggists did not beat a path to our door. 

That is why I say sometimes when you use these figures in an il- 
lustration that is then sort of out of context you get the wrong im- 
pression. What this man said, that he could charge $2.65 a thousand 
when he sold strictly on bids. But when he tried to get his product 
in the market to the druggist so that the doctor could prescribe it, 
his price was not much less, and I am reading it again: 

Our price was not much lower than Ciba’s. The druggists did not beat a 
path to our door. 

That is I think the witness’ own explanation, and I am not in- 
terpreting it. Iam just reading his own statement. 

Senator Carroiu. Let’s see if the doctor has any comment on this. 

Dr. Bowers. Well, we have to accept testimony for what it is, 1 mean 
how it is stated. 

Mr. Cuumeris. You understand that was a little manufacturer. 
Pantzer was a little manufacturer, not a big manufacturer. 

Senator Carrott. Now you have asked the doctor a question. I 
am not trying to ask you to interpret, Dr. Bowes. I am asking you 
based on your own experience. I thought you testified as to this 
particular drug. 

Dr. Bowes. Tu, I know from my own experience that there is a 
difference between Serpasil and reserpine price to my patient when 
I prescribe it, so many 50 tablets, reserpine is cheaper than is Serpasil, 


at the drugstores in my ae to my patient. 


Senator Carroti. Do you know what the price differential is? 

Dr. Bowers. I do not, sir; and I am sorry I did not bring the Red 
Book with me. 

Senator Carrotu. Counsel has a question. 

Mr. Drxon. I just make this one observation. I think it pretty 
well proves the point we are making that if this advertising cost 
is added, the price goes up. Mr. Chumbris referred to sales on bids. 
When Panray was selling on bids to the Government, it offered to 
sell for 70 cents, but lost out to Ciba which sold it for 60 cents. So 
the comparison for Ciba here is 60 cents to the Government and $39- 
and-some-odd cents to the druggist. 

So I think that the quotation that was read by Mr. Chumbris very 
adequately illustrates what you are talking about, Doctor. 

r. Cuumpris. In answer to Mr. Dixon’s statement, when you 
use satistics, Mr. Haines of Ciba testified yes, he made one trans- 
action of 60 cents, and he said if he ever nek to do it again he would 
never do it because he lost money. And Mr. Pantzer, reading almost 
from the same line of testimony, because Mr. Dixon asked him that 
question, and he said that if that was the only bid that I could make, 
I would lose money. 

But since he is almost solely in the business of competitive bidding, 
he can afford to bid at a lower price, and that is how he makes his 
money. 

Senator Carrotu. I might add that whatever the difference is here, 
we have the testimony of Dr. Leake this morning on Luminal, and 
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the same drug when it is named phenobarbital, and the tremendous 
difference in price between the two. 

That is why I projected the question, whether or not the medical 

rofession and the pharmaceutical industry, if not the Food and 
Deus Administration, when they see a situation like this, ought to let 
the doctor know about it. 

I am sure he does know today about phenobarbital. 

Dr. Bowes. Yes, sir. 

Senator Carroty. Because a layman knows about it, too. 

Dr. Bowss. Conclusions. What are the effects of this repetitive 
promotion by mail on the doctor? Being human, the physician can- 
not help but be greatly influenced to prescribe the drug to his patient 
that is most frequently and attractively flaunted before his eyes. 
This of course increases sales, but naturally has sent up the price of 
the drug to the patient. 

The patient cannot be expected to decide upon the cheapest drug 
for himself. 

When a doctor does prescribe, the patient has no choice but to buy 
that particular drug, and at a price 25-30 percent of which may be 
for promotional cost. 

To stop promotion would be financial suicide for any one drug man- 
ufacturer. So who shall cast the first stone? For this answer let 
us look for a moment at another industry. 

The liquor industry could increase its sales if it were allowed to 
ballyhoo their product as the drug industry is now doing. 

Just as they have the Alcoholic Beverage Control Board to guide 
their promotional activities, perhaps our medical industry needs a 
Drug Control Board to protect the people and allow a drug to be 
accepted on its own merit, 

PROPOSALS 


To correct these abuses I suggest the following: 
1. Significantly reduce sending cifculars through the mails and stop 
eo mailing. 

. Stop sending samples in the mail to physicians. If the phys- 
ician desires a drug for a specific situation his drug representative 
can make it available through the druggist. 

3. Eliminate the bulk rate category of a reduced rate in our U.S. 
Postal System. 

This would allow our Post Office to be self-sustaining. 

4, A cooperative effort between the American Medical Association 
and the American Pharmaceutical Association to provide an unbiased 
central agency to send a quarterly index or report to physicians on the 
qualities and disadvantage of all new drugs, as to generic name and 
comparable cost to the patient of similar drugs. This could be called 
a “Drug Consumers Guide for the Physician.” 

5. Establishment of a Drug Control Board. 

Schedule A and B, Mr. Chairman are separate lists of drug com- 

anies based on the survey done in December 1959, and schedule A 
is a list of the total cost of circulars and samples as regards postage, 
drug and printing, and this seems self-explanatory for the record if I 
may submit it. 

Senator Carrotu. Of course you may. They will be included in 
the record. 
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(The tables referred to follow :) 


ScHEDULE A.—T'otal promotional cost for December 1959 (circulars and samples) 
via mail only (actual companics sending to 1 M.D. office and amounts 
estimated for 150,000 M.D.’s offices) 


ee $1, 548, 998 
*Smith Kline & French__._ 1, 496, 231 39, 781 
j 1, 081, 638 j 38, 800 
810, 645 84, 557 
432, 830 82, 816 
*Geigy 415, 229 32, 598 
PRONE eo no akg na weed 877, 275 Z 30, 124 
*Schering 333, 369 29, 414 
i 297, 849 28, 532 
296, 034 28, 405 
265, 808 28, 281 
226, 218 26, 187 
216, 488 23, 957 
SRONONINUNS o 5205 caus ae 186, 698 20, 468 
Mead Johnson 149, 566 17, 198 
} 144, 761 | Organon 15, 994 
*Irwin, Neisler 142,875| Julius Schmid 14, 775 
*Strasenburgh | ee 13, 599 
Roche 113, 674 13, 159 
Parke. Davig. so -25.-.2. a 93, 160 12, 714 
Nordson 83, 502 11, 772 
Merck, Sharp & Dohme-_-_- 78, 787 10, 613 
Merrell 77,620 | Powdex Corp 10, 340 
"Lene & Pime. . 3.3 e 76, 878 | Smith-Dorsey 10, 021 
Eli Lilly 74, 880 | Ortho 8, 250 
*StomAseptine____-_ eats 72, 542 i 6, 996 
Eaton 71, 801 6, T47 
Winthrop 63, 546 r 6, 679 
*American Ferment 58, 262 6, 288 

*Companies that sent samples. 


ScHEDULE B.—Wholesale cost of drug samples for 1 month 
estimate to 150,000 M.D.’s 


November 1957 | Plough, Inc 
Smith Kline & French___~-_. $2, 566, 000 | Lloyd Bros 28, 500 
675, 000 | Carnrick 13, 500 
547, 000 i 7, 500 


400, 500 7 
884, 000 ecember 1959 


2 Smith Kline & French 1, 327. 500 
") , e 
ST von | Wallace 1, 326, 000 
, : eng RUE cco cnsaccceencenees 909, 000 
Schering 309, 000 | 103 eS 
$mi 905 5 sristol - 739, 500 
Smith-Dorsey__----------- 295, 500 | 4 varst 349, 500) 
Merck, Sharp & Dohme__-_- BE SNH Ges ap oa seater noeemiaee alaetsmenee = pnt ps 
ro 809, 500 
335, OOO 301, 500 
Thos. Leeming 195, 000 | a comnts 
A. H. Robins 188, 000). Schering---------------- - 270, 000 


216, 000 
cag 145 200 | Warner-Chilcott_---------. 175, 000 


NINE ssciecsn tate eases 168, 000 

F, ’ 

Westwood oe jan Searle 166, 500 
79, 500 Strasenburgh 100, 500 


96, 000 
79, 500 | trwin, Neisler____________- 88, 500 


Burroughs-Wellcome 60, 000 | 4H. Robins 82, 500 


PR hans opine tata 58, 500 | StomAseptine____-___-___- 60, 000 
Lakes de.) 4-6 -—- sss 57, 000 | Lehn & Fink 58, 500 
Julius Schmid__..------~ a 57,000 | American Ferment 49, 500 
Warner-Chilcott 55, 500 27, 000 
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TABLE 1.—Drug circulars and samples 


Pieces of mail Weight of mail 


November 1957 | December 1959 | November 1957 | December 1959 





1 M.D. office: 
NN . § 1] 
Monthly average_. ; 4. 126 
Yearly average 5. . 1305 
150,000 M.D.’s: 
Daily average ; i 275 
Monthly average... ete os 31, 35 c § q 21,950 
Yearly average ; \ 2 22, 875 


So 
S28 


sss 
S3s 


=: 
xs 





1 Pounds. 
2 Tons. 


TABLE 2.—Drug circulars and samples, postage 


Bulk rate 3d-class rate 


November 1957 | December 1959 | November 1957 | December 1959 


1 M.D. office: 
Daily - - -- 
Monthly- 
Yearly 

150,000 M.D.’s: 
Daily aS 
Monthly.-.-..-- 
Yearly. 


$27.78 $0. 28 $39. 78 
6.8444 6.72 9.9444 
84.72 84.00 121. 53 


41, 670.00 42,000. 00 59, 670.00 
1,026, 750.00 1,008,000.00 | 1, 491,750.00 
12, 709, 350. 00 12, 600, 000.00 | 18, 229, 500. 00 


S88 888 


TABLE 3.—Drug samples (wholesale cost) 


From mail From detail 
men 


November December December 
1959 
1 M.T). office: 
Monthly: 
Sample 
Amount 
Yearly estimate: 
Samples 6 564 


Amount. i $574. 44 
150,000 M.D.’s: 


Monthly: 


7,050, 000 
Amount -- $7, 567, 500 $7, 180, 500 $7, 210, 500 
Yearly estimate: 


Samples 77, 400, 000 84, 600, 000 48, 600, 000 
Amount... $86, 166, 200 $86, 526, 000 


TABLE 4.—Costs of promotion of drugs to doctors’ offices (based on December 
1959), 


1 M.D. office 150,000 M.D.’s offices 


Monthly Yearly Monthly Yearly 
estimate estimate 


$6. 84 $84. 73 $1, 026, 750 $12, 709, 350 


47.87 574. 44 7, 180, 500 86, 166, 200 
Detail mer 48.07 576. 84 7,210, 500 86, 526,000 
Printing and packaging 14. 36 165. 73 2, 154, 972 24, 859, 665 


Total 1, 401. 74 17, 572, 722 210, 261, 215 
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Senator Carrot. Doctor, thank you very much. It is obvious that 
a have devoted a great deal of time and interest to this important 
subject. 

You refer on page 14 to “the establishment of a drug control board.” 
You mean within the industry? Within the profession ? 

Dr. Bowers. Within the profession, Mr. Chairman, just as we have 
medical license boards in States. Medical licensure boards in States 
are not Government boards. They are boards set up among the pro- 
fession that makes judgments on who should get a license in their own 
profession, and I feel that this drug control board should be a board 
among the medical profession, the drug industry and possibly advice 
of the Food and Drug Administration. 

Senator Carrot. I think it is fair to say to you that there is a 
general understanding, I think, in the industry itself that there ought 
to be some modification of this promotion distribution and free drug 
giveaway. The medical profession can solve this themselves. Have 
you gathered from any questioning today or in listening to the other 
witnesses that we are trying to impose bureaucratic control on the 
medical profession ? 

Dr. Bowers. Oh, no, sir, I have not. It has been my feeling the 
other way that we should do it ourselves, without bureaucracy. 

Senator Carron. I mean whether this committee is leaning in that 
direction? What we are trying to do is to bring some light to this 
subject and you have made a very substantial contribution. 

Dr. Bowers. Thank you, sir. May I, Mr. Chairman, read some- 
thing very quickly here that might be apropos of what has been 
stated yesterday ? 


Here is a program from a medical convention that I just returned 
from, a national organization, and I would like to read this general 
information. _ 

The heading is: 

Cocktail party : The official cocktail party of the American Society— 
of so and so— 


will be held on Friday, April 1, 1960, from 6 to 8 p.m. in the ballroom. All 
members, guests, exhibitors, and their wives are invited. An individual ticket 
of admission complimentary for each person must be obtained in advance at 
the registration desk. The party is being provided as in the past 4 years through 
the courtesy of the E. R. Squibb & Sons to whom the society is greatly indebted 
for generously supplying continued support for this important function. 


And another heading quickly sir. 


Scientific and technical exhibits: The exhibits are located in the foyer through 
which the participants pass to reach scientific sections of the roof garden. Tech- 
nical exhibits, the list of exhibitors is given elsewhere in the program, those 
attending the 1960 annual meeting are urged to visit and register with these 
carefully selected exhibitors, whose financial contributions constitute invaluable 
support for the annual meeting of the society. 


Senator Carrot. It seems to me that we have a great problem here 
to solve these issues without trying to change the great American 
custom of cocktail parties. 

Mr. Cuumerts. I just want to ask you one question. Did you go to 
the cocktail party ? 

Dr. Bowes. I usually try to if I am alone and nothing else to do. 
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Mr. Cuumeris. I don’t say there is anything wrong with it. I am 
asking you the same question Senator Hruska asked earlier? 

Do you think that you, by going to a cocktail party, indebted your- 
self to that company so that you had to use their product in favor of 
somebody else’s product that might be superior ? 

Dr. Bowes. No, sir. 

Mr. Cuumenris. To the detriment of your patient ? 

Dr. Bowss. No, sir; but personally I have some sales resistance. 
My children are not allowed television. There are no newspapers in 
my home. 

Mr. Cuumpris. I am talking about cocktail parties. 

Dr. Bowers. And I also have sales resistance for cocktail parties. 

Senator Carroiu. It is 1:15. We will stand in recess until 9:30 
tomorrow morning. 

(Whereupon, at 1:15 p.m. the hearing was recessed, to reconvene at 
9 :30 a.m. Friday, April 15, 1960.) 

(An exhibit on wholesale and patients’ costs of reserpine, subse- 
quently supplied by Dr. Bowes, may be found on p. 10595.) 
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FRIDAY, APRIL 15, 1960 


US. Senate, 
SUBCOMMITTEE ON ANTITRUST AND Monopo.y, 
OF THE COMMITTEE ON THE JUDICIARY, 
Washington, D.C. 

The subcommittee met, pursuant to recess, at 9:40 a.m., in the caucus 
room, Old Senate Office Building, Senator Philip A. Hart, presiding. 

Present : Senators Hart, and Hruska. 

Also present: Paul Rand Dixon, counsel and staff director; Peter N. 
Chumbris, counsel for the minority; Nicholas N. Kittrie, counsel for 
the minority; Lucile B. Wendt, attorney; Dorothy D. Goodwin, at- 
torney; Dr. John M. Blair, chief economist; Dr. Irene Till, economist ; 
Paul S. Green, editorial director; and Gladys E. Montier, clerk. 

(Members present at the convening of the hearing: Senators Hart 
and Hruska. ) 

Senator Harr. The committee will be in order. 

Let me apologize for being late. 

Our first witness—we will hear two witnesses this morning—is 
Prof. Solomon Garb. I will, without objection, submit for the record 
a summary of the Professor’s background, which is most impressive, 
and we are —re that you will give us the benefit of your judg- 
ment, Dr. Garb. 

At the moment, he is associate professor of pharmacology at Albany 
Medical College. 

(The summary referred to follows :) 


Dr. SoLoMON GARB 


Associate professor pharmacology; born Brooklyn, October 19, 1920; married 
1954; A.B. Cornell 1940, M.D. 1943, New York Heart Association Research fel- 
low 1949-51; Assistant Professor Clinical Pharmacology Medical College, Cornell 
1952; American Heart Association Research Fellow 1952-54; Medical Corps 
1944-46, captain. Society Pharmacology : Physiology and Pharmacology of Heart 
Muscle ; chemotherapeutic agents ; treatment of hypertension. 

Garb, Solomon, born 1920. M.D. Cornell, 1943; licensed 1945. Professional 
appointment, Associate Professor Pharmacology, Albany Medical College, Albany, 
N.Y 


Carb, Solomon, Essentials of Therapeutic Nutrition. New York, Springer 1958, 
147 p. Laboratory Tests in Common Use. New York. Springer, 1st ed., 1956. 
160 p. 2d ed., 1959. 1958 p. Chapter—Cations—In Drill’s Testbook of Pharma- 
cology, Associate—American College of Physicians. 


Senator Harr. Doctor, you have a prepared statement. Will you 


begin ? 
35621—-60—pt. 1816 10475 
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STATEMENT OF DR. SOLOMON GARB, ALBANY MEDICAL COLLEGE, 
ALBANY, N.Y. 


Dr. Gars. My name is Solomon Garb. I have been a physician for 
16 years. Currently I am associate professor of pharmacology at the 
Albany Medical College of Union University in Albany, N.Y. The 
opinions which will be presented here are my own, and not necessarily 
those of the school. 

For the past 3 years, we have incorporated into our course for 
second year students, a project in the evaluation of drug advertising. 
We believed such a project was needed to enable the physician to _— 
with the flood of excessive and misleading advertising to which he 
is subjected, day by day, for his entire professional lifetime. The 
experience of the first year of this project was reported in the New 
England Journal of Medicine, July 17, 1958. Since then, many med- 
ical educators have expressed interest in our project, and faculty 
members from 20 American and 5 foreign schools have asked for and 
received our teaching materials, with a view toward adopting them 
to their own curriculums. 

Each year, we have made improvements in our teaching project, 
and we now believe that it constitutes a good foundation for further 


education in this area. 

In this project, it is the student not the professor who does the 
evaluating. He reports his findings to the class, and rates the adver- 
tisement, and company, as reliable or unreliable. Only after the 
student report has been presented does any member of the faculty 
offer any comment. In all but four or five cases, the judgments of 


professor and student are similar. 

In all 3 years, it was found that the majority of the mailed ads 
were unreliable, to the extent that a physician trusting them could 
be seriously misled. 

On the other hand, we did find that the ads and policies of a sub- 
stantial number of pharmaceutical géompanies were thoroughly relia- 
ble and honest. 

Therefore, let me point out that we are not in opposition to drug 
advertising, or indeed any advertising per se. We oppose only the 
abuses in advertising. I will return to this point. 

In our project, we were able to observe the effects on students of 
the approaches and arguments used by drug manufacturers and their 
representatives. In one area, that of generic versus brand names, I 
believe some of our observations and thoughts may be of interest to 
this committee. 

It is quite clear that despite the admonitions of medical educators 
and others, most physicians prescribe by brand names rather than 
a even though the generic name would be more economi- 
cal, y 

Our experiences suggest an answer. Although our students had 
been told by their teachers that generic names were preferable to 
brand names, in the first year of the project, a single session with a 
detail man apparently convinced about half the students that brand 
name prescriptions were better. Indeed, when the detail men’s argu- 
ments were analyzed, they proved formidable. In essence, they 


<. a nn an sr oe eae | eee 
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ointed out that products made by an unknown manufacturer may be 
impure, or of erratic potency. They gave several examples of generic 
name drugs which were so poorly made that they did not dissolve, 
and were passed unchanged in the patient’s excreta. The detail men 
emphasized repeatedly the inability of the FDA to supervise drug 
manufacture adequately enough to prevent such incidents. I do not 
know whether the detail men’s stories were exaggerated or not. How- 
ever, they may well be a substantial element of truth in their argu- 
ments. 

Clearly, the present situation is intolerable, if a physician cannot 
prescribed an official drug, and be sure that his patient is receiving a 
material which is pure, and of the proper potency. 

There have been suggestions that the situation be improved by in- 
creasing the FDA budget. However, the degree of improvement 
which we can expect from this alone will be insufficient. More far- 
reaching measures will be needed. Fundamentally, we need a system 
which will assure every doctor that all his prescriptions will be filled 
with pure, wholesome drugs, properly manufactured, and of the cor- 
rect strength. 

This can be done most effectively by a system of continuous Federal 
inspection of all drug manufacturing and warehousing facilities in 
interstate commerce. By continuous inspection, I refer to the type 
of inspection now used for meats, in which a Federal inspector is 
physically present in the packinghouses every minute the plant is in 
operation. 

Such meat inspection is widely favored, not only by the consumer, 
but also by the meatpackers themselves, as this letter from the 
American Meat Institute indicates. 

Senator Harr. Without objection, the letter may be included in the 
record, 

(The letter referred to may be found on p. 10584. 

Dr. Gars. The net cost of Federal meat inspection is less than one- 
thirtieth of a cent a pound, according to this publication of the 
U.S. Department of Agriculture. 

I have here the publication. 

Senator Harr. The reference can be made in the record, and the 
publication may be made available in the committee files. Simply 
identify the document. 

Dr. Gare. It is on page 17 of this bulletin, “The Inspection Stamp 
as a Guide to Wholesome Meat.” 

The cost of inspection of drugs should be far less than the cost of 
meat inspection, since the amount and dollar value of meat consumed 
- year is many times higher than the amount and dollar value of 

rugs. 

There is another consideration. Federal meat inspection applies 
not only to meat for human consumption, but to some canned meats 
for dogs and cats. Here are labels from two cans of dog and cat food, 


exhibiting the seal of inspection and approval of the U.S. Department 
of Agriculture. 


Here are the two labels, sir. 


Senator Harr. These will be included in the record at this point. 
(The labels referred to follow :) 
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Dr. Gar. The canners of this cat and dog food are proud of this 
inspection, and I believe, rightly so. Here is a large ad, calling at- 
tention to the fact that a particular brand of dog food is “manufac- 
tured under continuous Government inspection.” 

Mr. Dixon. Read that headline, please. 

Dr. Gars. The headline—up here says, “All Dog Foods Do Not 
Have a Wholesome Meaty Aroma” and thén iti big red letters, “U.S. 
Government Inspected Ideal Dog Food Does.” I think you will find 
that the phrase, “Government Inspected” appears some six or seven 
times through this ad. 

Senator Harr. The document will be received and made a part of 
the files for the information of the committee. 

Dr. Garp. It is true that not all dog food is Government inspected. 
However, a purchaser who wishes to protect his dog, or cat, can 
readily purchase U.S. Government inspected food for it. By con- 
trast, a physician cannot today prescribe U.S. Government inspected 
drugs for a sick patient, because there is no program of continuous 
Government inspection of medication. The term, “U.S.P.” does not 
mean inspection or certification. 

It seems completely incongruous that our great Nation is furnish- 
ing to dog and cat food safeguards which are not available for medi- 
cines for sick people. 

If we can afford continuous Government inspection and certification 
for dog and cat food, we can afford continuous Government inspec- 
tion of pharmaceutical manufacturing. Such inspection would not 
only prevent tragedies due to impure or substandard drugs; it would 
also remove the reluctance of most physicians to prescribe by generic 
— and could, therefore, save patients hundreds of millions of 

ollars. 

Another aspect of the brand versus generic name problem became 
clarified in the course of our student project. It became evident to 
the faculty that the students assumed brand names in pharmaceuticals 
to be equivalent to brand names in other industries. 

Thus, the question was raised several times, “Almost everything 
we buy has a brand name—why are you against brand names?” 

It was pointed out that we were not opposed to brand names in 
principle; we favored them. However, we were opposed to the abuse 
of the brand name and trademark privilege. It was necessary to ex- 
plain in detail the difference between brand names in the pharmaceu- 
tical industry and brand names in most other industries. 

It appears that many are not aware of the difference, and its sig- 
nificance. Therefore, I believe it appropriate to put into the record 
a description of the situation. 

Let us compare pharmaceutical brand names to brand names of most 
food products. Some typical brand names of food products are Heinz, 
Beechnut, Quaker, Del Monte, Libby, Campbell’s and so forth. 

These brand names are used in an adjectival sense to modify the 
common name of a product. Thus, the usual name, Heinz beans, tells 
the customer two things: what the can contains, and who made it. 
There are many makers of canned beans. All use their brand name in 
an adjectival sense, and all have the common noun “beans” promi- 
nently displayed on their labels. 
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The pharmaceutical industry does things differently. They use 
two sets of brand names. The one set consists of the name of the 
company, such as Lederle, Pfizer, Ciba, and so forth. In addition 
they add a second brand name by inventing a new name for the prod- 
uct and registering it as a private trademark. 

Examples are Diamox, Gantrisin, and so forth. This second brand 
name causes confusion because it is used as the name of the product. 
To understand fully the extent of the confusion caused by this usage, 
let us consider what would happen if drug manufacturers took over 
the manufacture of baked beans. 

They would all stop using the word “beans,” and each would give 
the product a new, coined name. Some might use anagrams of beans, 
like “Sneabs” or “Nabes,” and others might call them “Lo Cals,” or 
“Hi Pro’s.” Picture the confusion in the grocery store if beans were 
no longer named “beans,” but if each maker gave a completely new 
name to his product. Further, try to imagine what would happen if 
there were 300 to 500 additional new names of this type in the grocery 
store every year. 

This is approximately what is happening in medicine, and it is be- 
coming exceedingly difficult for physicians to keep things clear. 

Some other industries are also Veslsuie to use private product 
names in place of true brand names. Let me point out that others 
have called attention to this problem of using private product names 
as trademarks. 

Mrs. Daphne Leeds, Assistant Commissioner of Patents in Charge 
of Trademarks, in a speech to the ADMA on May 27, 1958 asked: 

1. Does the public interest in the products of the pharmaceutical industry 
transcend the private right to use product names as competitive tools? 

2. Do the drug names which your industry uses actually perform the function 
of trademarks, identifying and distinguishing the products of one manufacturer 
from those of another, or do they merely provide a convenient common name 
for the products? 

Here is the copy of Mrs. Leed’s talk. 

Senator Hart. May I inquire how many pages it contains? 

Dr. Garp. Eleven pages, sir. The part that I have quoted from is 
on page 10. 

enator Harr. The statement in full without objection will be made 
a part of the record. 

(The speech referred to may be found on p. ep 

Dr. Garp. My answer to the first of Mrs. Leeds’ questions is an 
unequivocal “Yes.” The public interest should come first. I believe 
that the answer to her second question is that the drug names do not 
actually perform the function of trademarks. 

It is of some interest that in 1867, Upton (as quoted by Derenberg, 
W. J. in his book “Trademark Protection and Fair Trading” p. 32) 
anticipated our present problem. Hestates: 

A newly coined word does not, because it is new, serve in the slightest degree 
to point out the true origin or ownership of the article so named. 

Insofar as I can discover, Congress has never specifically authorized 
newly coined product names to be used and registered as trademarks. 
This use of trademark law has apparently developed from judicial 
decisions. 
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Derenberg, on page 52, points out that a second purpose of Federal 
trademark acts was— 


that the public might be protected against confusion * * *. 


It appears that in the drug industry, this use or misuse of trade- 
mark Jaw has not protected the public against confusion, it has actu- 
ally created confusion. Accordingly, it is time to reconsider the 
whole area of trademark law relating to the drug industry. 

Somewhere here I have an example which I obtained after making 
my prepared statement showing what I consider to be an appropriate 
use of the trademark in the drug industry. If I may show you this, 
here is an example of what I consider a good ad and an appropriate 
use of the trademark. It says: 


Always specify Armour thyroid. 


Now here the trademark is the word “Armour” and the word 
“thyroid” is a common term in the public domain. This is the equiv- 
alent of Heinz beans or Del Monte catsup or something like that. 
This is to show that some drug companies do use the trademark in 
what I consider to be a proper and nonconfusing manner. 

Senator Harr. I think the statement in the record clearly explains 
what in your judgment is an appropriate use of trademarks. 

Dr. Gars. Yes, sir. 

In our student project, we observed that drug company representa- 
tives often tried to claim that the drug companies deserve some special 
credit for inventing simple brand (coined-product) names. Accord- 
ing to them, generic (official) names are so complex and unpronounce- 
able that the companies are doing the doctor a favor by making up 
simpler names. 

I believe a similar argument has been presented before this com- 
mittee. However, there is no merit to that argument, since the drug 
company is usually responsible also for the complex generic name. 

The nomination of a generic name for a new drug is made by the 
company, subject to such changes as may be suggested by other 
agencies; such agencies consist of AMA, USP conventions, etc. Ido 
not claim that the manufacturer deliberately tries to have a complex 
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official name adopted. However, since he is largely responsible for 
the name, it seems unreasonable for him to criticize its complexity. 

I have here a letter from the American Medical Association ex- 
plaining how generic names are adopted. 

Senator Harr. Without objection that will be made a part of the 
record. 

(The letter referred to may be found on p. 10588.) 

Dr. Gars. Furthermore, there is an anomaly in the process of 
adoption of generic names. The term generic incidentally is a misno- 
mer, the correct terminology is official name. At present the official 
name of a drug is in effect adopted by mutual consent of the drug 
manufacturer and the AMA two private organizations. To be sure 
other bodies (also private) must approve the choice, but I doubt if 
they often disapprove. 

it would be more appropriate if the official (generic) name were 
determined by a governmental agency, such as the Department of 
Health, Education, and Welfare. When and if such a change is 
made, the official names should be short and easily pronounceable, as 
a service to physicians and patients. 

Let us turn now to the abuses in drug advertising in which the U.S. 
mail was used. 

The first abuse involves misleading ads. It is not always easy to 
spot these. There are no untruths. 

The statements on the ads themselves taken alone are truthful. 
Instead the truth is presented in such a way as to mislead the reader. 
I do not claim that it is done so deliberately, but the effect is to mis- 
lead the reader. For example, I have here an ad for a product known 
as nitroglyn. This ad states “It is generally accepted that glyceryl- 


trinitrate (nitroglycerine) is the most effective medication for pati- 
ents with coronary insufficiency” and there is‘a quotation of an article 
in the Journal of the American Medical Association, 

Senator Harr. At this point in the record the ad will be made a 
part. 

(The document referred to follows :) 
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Dr. Gare. It is not an exact quotation but this statement from the 
JAMA article is placed in juxtaposition to this statement “Prevent 
angina attacks with nitroglyn sustained action nitroglycerin” so that 
—— think that that article in effect endorsed this product. Here 
is the ad. 

Now here is the journal in question. Let’s look at the article on page 
448, 

Senator Harr. Would you identify it? 

Dr. Gars. Yes, sir; this is an article entitled “Current Status of 
Therapy in Coronary Artery Disease,” by Dr. Lawrence B. Ellis and 
Dr. Ernest W. Hancock, 

It is in the Journal of the American Medical Association volume 
163, No. 6, February 9, 1957, starting on page 445, and I quote now 


re page 448 where I gather that particular statement in the ad came 
rom: 


The drug of choice is glyceryltrinitate (nitroglycerine) given sublingually. 


Now those last two words change the whole picture. Nitroglyn 
cannot be given sublingually. It is a “long-acting” nitroglycerine 


preparation, and the authors of the JAMA article state also on page 
448, hére, the next paragraph: 


Of the long-acting nitrites, pentaerythritol tetranitrate appears to be the most 
effective. 


Senator Harr. For those of us who are not versed in the field, what 
is “sublingually” ? 

Dr. Gars, Sublingually means placed under the tongue and kept 
there. Nitroglycerine is absorbed by the mucous membrane under 
the tongue. Nitroglycerine pills taken sublingually are not swal- 
lowed. They are placed under the tongue. The blood vessels in the 
mucous membrane under the tongue absorb the material and take 
it directly into the circulation without going through the liver. If the 
material is swallowed, it has to go through the portal circulation to 
the liver and the liver metabolizes the nitroglycerine to a large extent. 
The sublingual route is the usual route for nitroglycerine. 

Senator Harr. And this action is not possible with the drug called 
nitroglyn ? 

Dr. Gare. No, sir. It is a long acting material. It is made to be 
swallowed. If you kept it under your tongue you could keep it there, 
I don’t know, hours, days perhaps. It is made to be swallowed and 
it breaks down gradually in the stomach and small intestine, releas- 
ing small amounts of nitroglycerin. Now, I do not claim that the 
drug is or is not effective. This is not the point at all. I simply claim 
that the way they have used this reference is misleading. Shall I 
turn this over for the record ? 

Senator Harr. No, I think the identification is adequate for refer- 
ence. 

Dr. Gare. A doctor can usually trace down these misleading ads, 
if he has the time, but how many have the time, when they receive 
between 10 and 20 ads a day? 

I have here, sir, a series of other ads which show things of a similar 


nature. I didn’t know quite how to put them in the prepared state- 
ment. 








em a 
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I wondered if you would like to see some of them. 

Senator Harr. It would be my impression that unless there was 
an explanation accompanying them 

Dr. Gars. There will be an explanation, sir. 

Senator Harr. Would the explanation be your analysis such as 
you have given us of nitroglyn as to why the ad is in your judg- 
ment misleading, or are these simply ads which in your judgment 
are misleading without any explanation ? 

Dr. Gars. Well, sir, I would say that these are ads which in the 
judgment of any reasonable person, not necessarily a physician, would 
be found misleading if that person also looked at the accompanying 
evidence. 

Senator Hruska. Mr. Chairman, may I suggest that we can assume 
that some of the Senators and most of the staff, in fact all of the staff, 
are at least reasonable men. 

If those exhibits were placed in the files of the committee for their 
use and their perusal, we can probably get the benefit from them if 
reasonable men can. That will avoid the necessity of cluttering up 


the record with a great deal of volume which would be cumulative 
in nature. 


Dr. Gars. Yes, sir. 

Senator Harr. Very well, without objection then that will be made 
part of the files. 

Dr. Gars. This is a series of —— 

Senator Harr. It occurred to me that if the file which you have 
does not contain your analysis which leads you to your conclusions, 
not making assumptions as to what other reasonable men might con- 
clude as to what it is, then I think the committee would welcome 
receipt from you of a memorandum explaining your view with respect 
to any of those that do not have this explanation. 

Dr. Gars. And I can send that. subsequently. 

Senator Harr. Yes. 

Dr. Gars. All right, sir, this is a file on another drug. 

This is a different situation. This is not a misleading ad in any 


way. 

enghee Hart. We are now to receive from you ads which in your 
judgment are misleading. 

Dr. Garp. Yes, sir, they will be sent to the committee shortly. 
Now there is another category. This is not a misleading ad at all. 
This ad is substantially truthful. Nevertheless it is objectionable 
because by virtue of —— the physician with one point of view 


based on a minimum of evidence, it is possible to divert him or at least 
to override all the other points of view. 

I think I can make this point very clearly with this ad. This is an 
ad which was received in the mail for a drug known as achrocidin 
and the legend here is “It started asa cold.” This is part of a larger 
series of ads. I have here examples of the same ad from one medical 
journal, from another medical journal. This ad has been running for 
over a year. And it refers to the complications of the cold. Now 
nothing is said that one can take issue with directly. However, I 
think it clear from the context, from the picture and from the state- 
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ment, “to prevent the sequelae of URI” upper respiratory infection 
“and relieve the symptom complex”, the statement : 

Otitis, tonsillitis, adenitis, sinusitis, pneumonitis or bronchitis develops as 
a serious bacterial complication in about one in eight cases of acute upper res- 
piratory infection. To protect and relieve the “cold” patient * * * Achrocidin. 

Achrocidin contains an antibiotic. I think it clear that the intent 
of this piece of literature is to convince the physician that he should 
treat his patients with colds with achrocidin to prevent the sequelae, 
to prevent any bacterial complications of a cold. Now the reference 
which is given is based on an estimate by Van Volkenburgh and 
Frost, American Journal of Hygiene for 1933, more than a quarter 
of a century ago before antibiotics were developed. 

This puzzled me. Why was it a firm could not find a more recent 
reference ? 

Senator Hruska. Doctor, if it puzzled you it is reasonable to as- 
sume it might puzzle most doctors ? 

Dr. Gars. Yes, sir, it is reasonable to assume it might puzzle most. 
doctors. It is reasonable to assume most doctors would try to find 
out. Unfortunately it is not easy to find out. 

Senator Hruska. And if they don’t find out it is your idea that they 
prescribe the thing and use it even if they don’t know anything about 
it. 

Dr. Gars. No, sir, that is not my idea at all. But it is my idea 
that by constant repetition, any human being, even a doctor, can be 
confused. I know that I had a great deal of difficulty finding the ref- 
erence. It was not in the Medical College Library at all. I had to 
have the librarian get it through an interlibrary loan. It would be 
very difficult for the average physician in practice to get hold of that 
reference. 

Senator Hruska. Doctor, when you say in your statement: 


A doctor can usually trace down these misleading ads, if he has the time. 


Dr. Garp. Yes, sir. 

Senator Hruska. How many have the time when they receive 10 to 
20 ads a day? What happens if they don’t have the time? What hap- 
pens to that ad? Do they rely on it anyway or do they disregard it? 

What is the normal thing the doctor does? Isn’t the wastepaper 
basket just about the disposition of those things ? 

Dr. Gars. I would hope that it is. 

Senator Hruska. Do you know any instances to the contrary? 
What do you mean you hope? Now isn’t it a fact—— 

Dr. Garp. No, sir. 

Senator Hruska. That any reasonable man, if he does not know 
and does not take the time to read an ad, do you think he will act 
on the headline of it? What is your idea on it ? 

Dr. Garp. Sir, I thought originally that doctors would not pre- 
scribe that drug. However, I have a letter from the company telling 
me that many doctors do. 

Senator Hruska. Without reading the ad and without understand- 
ing it? 

Dr. Gars. Sir, I do not know what other doctors read or do not 
read. 

Senator Hruska. Then why do you say that they use it without 
reading it? 
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Dr. Gars. I didn’t say that, sir. I said I don’t know, sir. I don’t 
know what the other doctors do, sir. I only know what I do. 

Senator Hruska. Well, what happens when a doctor has not got 
time to read an ad, like you sa here in this statement ? 

Dr. Gars. Sir, I don’t think I can answer that question. I can 
only answer it for myself. 

enator Hruska. Do you want to imply—what I would like to 
have the record sort of straighten out on—when you make this state- 
ment in the record that without reading it they use it, without read- 
ing the ad and without satisfying themselves of the efficacy of the 
drug that they proceed to use it? Is that what you want to imply ? 

Dr. Gars. No, sir. 

Senator Hruska. Then that answers my question. Have you any- 
thing further ? 

Dr. Gars. I hope that I have answered your question. What I 
mean to imply, sir, is that doctors are human, and doctors can make 
errors. The reason I think that other doctors can make such errors 
is that I have made such anerror. This ad for Altafur is an example. 
When I got this ad for Altafur I read it over carefully. I read the ref- 
erence. It looked perfectly reasonable to me. In my mind I thought 
that this was a good ad for a product. which had been shown to do 
what the claims said. Then my superior, Professor Ferguson spoke 
to me about it and asked me what I thought and I said “It seems 
perfectly fine to me”, and then he pointed out the hooker which I 
had not seen, that they were talking about one set of concentrations 
in one situation and another set in another, and it had fooled me. So 
I assumed it could have fooled others too. 

Senator Hruska. Is that a reflection on the ad or maybe the man 
who is reading the ad? 

Dr. Gars. You may take it any way you wish, sir. I am only tell- 
ing you what happened. 

Senator Hruska. Let me suggest on page 1 of your statement you 

oint out that where you have this course “here are students which go 
into this matter”, and you say it is remarkable how they coincide in 
their judgment of these ads, mind you students, not a professional 
man who has been practicing, it is remarkable how they come up with 
the right answers. And quoting: “In all but four or five cases the 
judgment of professor and students are similar”. 

Dr. Gars. Yes, sir. 

Senator Hruska. You want to tell me there is some deteriorating 
process that occurs between a student’s mind and a practicing doctor ? 

Dr. Gare. No, sir. 

Senator Hruska. So that he loses that ability ? 

Dr. Gars. No, sir. 

Senator Hruska. To analyze correctly. 

Dr. Gars. No, sir, nothing of the sort. But I wish to point out, 
sir, how difficult it is for the doctor to get the correct information. 
This is what I am trying to explain. I don’t mean to say—— 

Senator Hruska. If he doesn’t get it does he act nonetheless? If 
he cannot get the right information, do you mean to tell us or do you 
want to suggest to us that the doctor says “Well, I can’t get it sol will 
act on it. I will use it anyway”? 
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Dr. Garp. No, sir, nothing of the sort. What I am trying to point 
out is that the doctor may not know that he doesn’t have the whole 
story. For example, on that nitroglyn ad, it looked reasonable and 
the doctor might not have realized that the whole story wasn’t in 
front of him. 

Senator Hruska. And if he studies from a book isn’t that same 
thing true, if he studies from a textbook or a science book and so on, 
wouldn’t he be subject to the same inadequacy of information, per- 
haps the man who wrote the textbook, maybe he was misled. 

Dr. Garp. Sir, that is certainly true. There is always that pos- 
sibility. The only difference is that the doctor writing the textbook 
has no financial interest in one drug as against another, and therefore 
there is no chance that he will be biased or at least I think there is 
very little chance that he will be biased in any way in his discussions 
as to which drug is or is not better. 

Senator Hruska. Does the doctor rely at all on the labeling, not the 
label but the labeling on any given drug or medicine such as that 
which you describe ? 

Mr. Krrrrre. Is the doctor able to evaluate a drug by the chemical 
compounds that go into it. I guess this is really the question, 

Senator Hruska. Yes, and aren’t those chemical compounds in- 
cluded in the literature which accompanies the bottle or the box or 
whatever it happens to be? 

Dr. Gars. I don’t quite understand what you mean, sir. 

The ad that I showed you tells what is in the mixture, if that is 
what you mean, sir, there is no problem about that. That ad tells 
you exactly what is in the mixture. 

Senator Hruska. But, doctor, isn’t there a part of the product 
which is actually in the box on the label, in the bottle, isn’t there what 
we call labeling? Isn’t there a description of the product and its 
chemical analysis or the chemical components, and so on, the generic 
name or reference to it? 

Dr. Gars. Sir, the generic name I believe actually appears in that 
ad that I showed you. 

Senator Hruska. And the labeling also goes into side effects, it goes 
into other things. 

Dr. Garp. Sir, let me show you that label. Let me answer your 
question. I corresponded with a company on that, and they sent me 
= eae with the label glued to it, | perhaps you would like to see 
the label. 

Senator Hrusxa. I don’t mean only the label on the bottle, doctor. 
Isn’t there any technical description of the product in the box itself 
or furnished with the box? 

Dr. Garp. Yes, sir. I assume that there is. 

Senator Hruska. There is a brochure. 

Dr. Gars. Yes, I assume there is. 

Senator Hruska. And that is required by the food and drug ad- 
ministration. 

Dr. Gars. Yes, sir. My point is that there is one article which im- 
plies that this drug may be worthwhile. That one article is quoted 
in the ad in the brochure. There may be 20 articles by far more dis- 
tinguished scientists which say the drug should not be used. Those 
articles are not mentioned. Now this is not necessarily misleading 
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and I said originally I did not claim that it was misleading. I merely 
present this as an example of the problem with which physicians are 
faced. There is nothing at all misleading about this ad. 

I simply wish to point out, sir, that when there is one article which 
goes back a quarter of a century or more, which can be used to push 
a drug, that article is extensively quoted whereas the articles which 
say this is not a good drug are ignored. 

Now, sir, I have here for the record, if you wish, photostats of 
many articles and many experts who say this type of thing is to be 
condemned, should not be used. 

a Hart. Without objection they will be made a part of the 
record. 

(The documents referred to may be found beginning on p. 10595.) 

Dr. Gars. I also have here a photostatic copy of the article re- 
ferred to in that ad. The ad is completely truthful. There is no 
question about it. 

Senator Harr. I think that the article itself is adequately identified. 

Dr. Garp. Yes, sir. There is one point about that article which is 
of interest to me. It is basically an article on diagnosis and epidem- 
iology, and the ad is used to give the incidence of secondary compli- 
cations based on this article, and what intrigued me was that the 
diagnosis of the secondary complications apparently was not even 
made by physicians. It was made by nurses who were sent to the 
patients’ homes. 

Mr. Kitrriz. You corresponded with a company ? 

Dr. Garp. Yes, sir. 

Mr. Kirrriz. What did they tell you? 

Dr. Gare. The correspondence is rather lengthy. Would you pre- 
fer me to put it inthe record? | 

Mr. Kirrrm. You made a reference to the fact that they told you 
despite the fact this is a reference to an old publication and so on 
still many doctors use it. 

Dr. Gars. Yes, sir. 

Mr. Krrrrm. What is the essence of this? What did they say about 
this point in their letter to you? Did they explain why they were 
using an old quotation rather than a new one ? 

Dr. Gars. Yes, sir. I don’t think it would be proper for me to 
try to summarize what they say. I think the only proper way to do 
it would be to either read it fully or give it to you, because how would 
you know I am summarizing it correctly ? 

Senator Harr. I think that is responsible and if there is no ob- 
jection: 

Senator Hruska. Mr. Chairman, as a matter of fact, this entire idea 
of getting into the specific product of this kind without furnishing a 
little advance notice so that people who are interested in that product 
can come here and listen and answer is perhaps not what we have been 
doing heretofore. 

Senator Hart. Yes, there is that danger. Perhaps we should then 
make it a part of the committee’s file with respect to the product in 
question. This will at least enable those who are responsible for its 
production to have available to them what is now being made avail- 
able to us. 

Dr. Garp. Yes, sir. 
35621—60—pt. 1817 
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Senator Hruska. I would suggest if the Doctor has any more in- 
stances of this kind, perhaps he ought to file his memorandum on it 
with the committee. The committee can then decide whether or not 
before going further into comment on them we would want to call in 
those or at least notify those who are interested in those so that they 
can be here and so that they can comment in reply to the doctor’s 
criticism. 

Dr. Gars. Yes, sir. 

Senator Harr. I think the record is clear that the witness was asked 
to file a memorandum explaining why in his judgment each of these 
exhibits is not true. 

Dr. Gars. Yes, sir. 

Senator Hruska. If he wishes to do so. 

Dr. Gars. Yes, sir. 

May I take these back, sir, in order to refer to them and then return 
them with the memorandum ? 

Senator Harr. Yes. 

Dr. Gars. Thank you, sir. Then I have another one which I will 
do the same thing with, with your permission, sir. 

Senator Harr. All inthis category ? 

Dr. Gars. Yes, sir. 

Senator Hruska. I would suggest that they not be made automati- 
cally a part of the record but they be submitted to the committee for 
the purpose of determining whether or not it would be the judgment 
of the committee to give someone a chance to answer the criticism. 

Dr. Gars. Yes, sir. 

Senator Harr. I would hope the committee will give anyone whose 
product is brought into question the opportunity to answer. 

Senator Hruska. But if it is included in the record without the 
opportunity to answer timely we sometimes lost some effectiveness 
of an answer. 

Dr. Gars. Sir. I hope I prepared my statement properly. I have 
tried to avoid naming any particular company because I am simply 
picking out examples, and that is the reason why I didn’t name any 
company in my statement at all, because I don’t think it is a question 
of a particular company. It is a question of the framework within 
which they are operating. Then I will return, sir, to my statement. 

Senator Harr. I think now that the question has been raised, it 
will be well if the committee agreed right now that any references 
made during the course of this testimony to any product of any com- 

any should promptly be furnished to that company for their reply. 
Te there is no objection, we will do that. 
You may continue with your statement. 
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Dr. Gare. A second abuse is the attempt to imprint the brand 
name, private product, name on the doctor’s mind, while ae it 
difficult for him to discover the generic name. Usually, this involves 
large letters for the brand name and small letters for the generic name. 

Here is an example which I think is about average for the industry. 
The brand name is in very large letters and the generic name is in 
much smaller letters. 

Now this, nevertheless—— 

Senator Hruska. Is it contended by the witness that that is for 
the purpose of concealing the generic name or to make it impossible 
toread? Isit legible? Isit easy to read? 

Dr. Gars. Not in that ad. There is no intent to make it difficult 
for the reader to read it in that ad. 

In this other ad, sir, I contend that it is difficult to find the generic 
name, sir, which is a parabromodylamine maleate, and appears in two 
places. I was only able to find it in one place. Somebody showed 
it to me in the second place. I think most doctors would have a 

reat deal of difficulty in finding the generic name in that ad. Per- 

aps you would wish to look at it, sir. 

Becator Hruska. Is it with the intent to conceal and make it un- 
available? Isthat your charge? 

Senator Harr. Are you making any charge at all ? 

has Gars. No, sir; i do not presume to state what is in anyone’s 
mind. 


Senator Hruska. But you would like to imply, wouldn’t you, 
Doctor ? 

Dr. Gars. No, sir; I am simply pointing out that there is, shall we 
say, evidence that the drug companies wish the doctor to know the 
brand name but not the generic name. I do not imply anything at 
all about intent in terms of trying—— 

Senator Hruska. If you say that that is what they are doing, you 
don’t have to imply intent. If you say that is what they are doing, 
you are charging them with an effort to defraud and to withhold 
certain information. 

Dr. Gars. Sir, I make no charges. I will let the ad speak for 
itself. 


Senator Hruska. Very well, then, why don’t you stop at that? 

Dr. Gare. Yes, sir. 

Senator Hruska. Instead of trying to make statements about it 
which obviously, and certainly in my mind, have the intentment of 
saying that somebody has a fraudulent intent in drawing that ad? 

Senator Harr. Let the record at this point show the ad in question 
precisely as it appears. 

(The document referred to follows :) 
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Dr. Gars. Have you found the writing? 

Senator Harr. It has been pointed out to me. 

Mr. Drxon. Mr. Chairman, would you yield for an observation, per- 
haps for the information of Senator Hruska ? 

Senator Harr. All right. 

Mr. Drxon. Senator Hruska, under the Federal Trade Commission 
procedures on advertising generally, a great deal of its efforts have 
been spent in the advertising field against this form of advertising. 
It is true that those cases concerned advertising with respect to the 
consuming public. Without being able to recall the names, I know 
very readily a long list of such cases that could be called to your at- 
tention where the Commission has proceeded against advertisers for 
not as prominently disclosing certain facts as they do other facts. 
There is no necessity of proving intent or fraud under the Federal 
Trade Commission Act for an advertisement to be found to be mis- 
leading. It is true we are talking about ads that go to the doctors, not 
to the general public. But I thought perhaps that might be of some 
interest. 

Senator Hruska. It is of interest, and I am familiar with the statute 
which covers that situation. It was considered advisedly by Con- 
gress and by committees and by experts before it was adopted. But 
when I see language like this “that sometimes a company exhibits 
considerable ingenuity in keeping the generic name away from the 
doctor,” to me that means they are making a conscious, skillful, and 
clever effort to do that thing. And if that is what you want to say 

Dr. Garp. Yes, sir. 

Senator Hruska. Say so, Doctor. 

Dr. Garp. Yes, sir; the way you have just phrased it, I think, is 
absolutely perfect, and I would agree with you. 

Senator Hruska. Very well. Now we are in agreement. 

Dr. Gars. But, sir, let me stipulate I am referring only to that par- 
ticular ad. I am not trying to say that this applies to the whole in- 
dustry at all. [only say that in relation to that ad. 

Senator Hruska. And what percentage would you say? Would 
you know ? 

Dr. Gars. That are like that ? 

Small, I don’t know, sir. 

Senator Hruska. Very well. 

Dr. Gars. Small. Most of the ads are like the first one I showed 
you. The first one that I showed you is the general type. 

Senator Harr. That was declomycin ? 

Dr. Gars. In Declomycin, the size of the lettering is about par for 
the industry. The other one, Dimetane, is the one that has the very, 
very tiny letters. 

Seisnto? Hart. The Declomycin ad will be made a part of the record 
at this point. ‘The Dimetane ad appears earlier. 
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(The ad referred to follows:) 


| A 
masterpiece 
of antibiotic 


design 


ee 


in the distinctive, dry-filled, duotone capsule 


immediately available as: 


DECLOMYCIN Capsules, 150 mg., bottles of 16 and 100. 
Dosage: | capsule four times daily 

DECLOMYCIN Pediatric Drops, 60 mg./cc. Dropper bot- 
tles of 10 cc 


DECLOMYCIN Oral Suspension, 75 mg.,/5 cc. tsp. 


Id: CLOMYCIN 


LEDERLE LABORATORIES, a Divison of AMERICAN CYANAMID COMPANY 


9326 99.175905 


Dr. Gare. A third abuse is the “blitz” or “saturation” campaign. 
When I say abuse, let me make clear I say abuse in my opinion, In 
this type, the doctor is swamped with advertising mail for a single 
product. Here are eight ads received by me in a short time. Six of 
the eight refer to experience with a single patient. In a comparative 
study of drugs, a physician will often study 50 to 100 patients or 
more before summarizing the data and reporting it. Here, a single 
patient is made a subject of an ad. Presumably, this series of ads 
went to all doctors in the country. This means that a group of 21 
patients, with no controls, was made the excuse for a mailing cam- 
paign in which close to 11% million pieces of mail were sent. 
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Here, sir, are the ads in question. What shall I do with them? 

Senator Harr. I am advised that in the corticosteroid hearings the 
ads which you hold in your hand were made a part of the record. 

Dr. Gare. Very well, sir. 

Senator Harr. They refer to the product Decadron, am I correct ? 

(The ads referred to may be found in pt. 15, p. 8670.) 

Dr. Gars. They may not have been the same ads. 

Yes, this is the product. I am speaking of this mainly from the 
standpoint of wastage. 

A fourth abuse is the use of clever and expensive advertising gim- 
micks. The physician doesn’t need tricks; he needs honest, reliable 
information about the new drugs. Here are some examples of waste- 
ful advertising gimmicks. 

There is one here, sir, which I saved for at least 3 years. I just 
don’t know what to do with it. Frankly, I was a little intrigued. 
This is a pillow which fits around the neck. This was mailed to me 
with the name of the product here. 

Senator Harr. Will the witness describe what he holds in his hand ? 

Dr. Garp. Well, sir, it is sort of a horn—a pillow shaped like a pair 
of horns, and it is so arranged that with a snap here, someone puts it 
around their neck and snaps it and it is supposed to be relaxing, and 
it contains—— 

Senator Harr. Will Senator Hruska agree with me—— 

Senator Hruska. May I suggest if the doctor doesn’t know what 
it is maybe that might reflect on somebody else than the man who 
made, devised, and distributes the thing, because it is an article in 
great use, in common use. We have used it in our household, for 
example, for many years, 20 years at least. 

Dr. Gars. Sir, I know what it is. 

Senator Hruska. Very well. Then why do you say you don’t 
know what it is? You said, “for whatever it is,” “for whatever use 
it has.” What use does it have? 

Dr. Gare. Sir, excuse me, I didn’t make myself clear. What I 
meant to say is I don’t see what relation this has to medicine. 

Senator Hruska. That is not what you did say, however. I thought 
you were saying you didn’t know what the article was. 

Dr. Gars. Oh, no, sir. I know what it is. Excuse me, sir, I didn’t 
make myself clear. 

Senator Hruska. Describe what it is used for. 

Dr. Gars. It is put around the neck so that when you put your head 
down your chin doesn’t hit your chest. 

Senator Hruska. And is that its use when you sit in your office or 
when you sit at home? Is that what it is used for? 

Dr. Gars. More or less. It is supposed to help you relax so you can 
lean back. 

Senator Hruska. Asa matter of fact, isn’t it commonly used by mil- 
lions of motorists, as a matter of fact, when they are traveling on long 
journeys and the man sitting next to the driver, in the back seat puts 
it around his neck and he can relax in comfort and in great ease, and 
it is a very useful article? 

Dr. Gars. Sir, this may be. I didn’t know that. 











10498 ADMINISTERED PRICES 





Senator Hruska. Well, very well. Then we get right back to the 
same thing. You still didn’t know until I told you what it is used 
for the most. 

Dr. Gars. I know that it goes around the neck this way and is 
snapped. Now, whether it is used in a car or not, I don’t know. I 
have never used it. 

Senator Hruska. That is what I am trying to say, that just because 

you don’t know doesn’t mean that the existence of the article or its 
manufacture is a reflection on the human race. Maybe it is a reflec- 
tion against something else, Doctor, and it is used by millions of 
people. 
. Dr. Gars. Sir, I have no doubt that this is used. My only point is 
that this tells the doctor nothing about medicine. That is my only 
point, that this has nothing to do with a drug or medicine. That is 
my only point, sir. 

Senator Hruska. I thought you were ridiculing it. 

Dr. Gars. Oh, no, sir; I didn’t mean to ridicule, 

Senator Hruska. Apparently you were, because you didn’t know 
what it was used for and you ascribed a silly use for it which really 
didn’t belong to it. 

Dr. Garp. Sir, I am afraid I didn’t make myself clear. I didn’t 
mean that it was a silly use. I meant it had nothing to do with 
medicine. 

Senator Hruska. You didn’t say that. 
Dr. Gars. I am sorry, sir. Will you accept my correction, sir? 
Senator Harr. The witness said : 


The physician doesn’t need tricks; he needs honest, reliable information about 
the new drugs. 





Dr. Garp. Yes, sir. 

Mr. Krrrrm. Did you get some drug advertising with this, or did 
it come by itself? 

Dr. Gars. I got advertising. The name of the drug is on here. I 
didn’t want to mention it. If you would like me to, the name of the 
drug is right here, sir. It is supposed to be a reminder of some sort. 

Now here are some more clever and yet wasteful advertising gim- 
micks. I do not mean to imply, sir, that people may not like these 
things, or may not have use for them. I simply mean to state that I 
cannot see any relation between these Chinese dolls and medicine. 
This is another series of ads which were sent to me, and certainly they 
are pleasing to look at. They probably have some utility. But I do 
not understand what they have to do with doctors’ practice of medi- 
cine. 

Senator Harr. They will be made part of the committee’s files, 
along with the pillow. 

Mr. Krrrrie. They could possibly be used to decorate your office. 

Dr, Gars. They might very well, sir, yes. But, again, I don’t see 
how they tell doctors very much about medicine. If I may interject 
here, sir, very often these gimmicks which are given away have use. 
Oh, they may be paperweights or expensive pictures to go on the office 
walls, et cetera. I don’t mean to say they are not useful in some 
fashion. I simply wish to point out that they have nothing to do 
directly with the practice of medicine. They do not help the doctor 
make a reasoned logical choice between two different kinds of drugs. 
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This is the only purpose in showing that. I do not wish to run down 
any particular kind of product even if I have never used it myself. 

Who pays for these things? In part, they are paid for by the 
people who have written to this committee protesting the high cost of 
drugs. However, they are also paid for bs you and me and every 
other taxpayer. The U.S. Government is actually subsidizing these 
advertising abuses. If you examine the ads you will note that they 
were sent bulk rate, not by first-class mail. Third-class mail doesn’t 
pay its own way; the U.S. Government makes up the deficit. In 1957, 
the U.S. Government lost over $269 million on third-class mail. Of 
that, a substantial proportion was due to pharmaceutical advertising. 
There are no exact figures, but I estimate the Government loss on 
pharmaceutical advertising to be at least $20 million a year, and per- 
haps as much as $30 million. 

Senator Hruska. On what do you base that estimate, Doctor? 

Dr. Gare. I base that estimate on this, sir. There are approxi- 
mately 180,000 doctors in practice. That includes specialists, general 
practitioners, and osteopaths. 

Senator Hruska. We have gained 30,000 since yesterday. The fig- 
ure 150,000 was used yesterday. 

Dr. Garp. Yes. These figures are not exact and I suspect that the 
witness yesterday did not include osteopaths who are on the mailing 
lists of the companies as well as regular physicians. Furthermore, 
more than 180,000 physicians are on the mailing list because, if you 
will notice, sir, these things were sent to me, and I am not in private 
practice and I am not included either in the number 150,000 or the 
number 180,000. There are over 200,000 doctors. I do not know the 
exact number actually on the mailing list, but it is in excess of 180,000. 

Now, I have an article which I am going to come to subsequently 
which indicates that the number of mailed pieces recieved by the aver- 
age doctor in a year is somewhere in the neighborhood of 4,500. 

Senator Hruska. And it is on the basis of that amount that you 
reach the estimate of $20 million or $30 million ? 

Dr. Garp. Yes, sir. 

Senator Hruska. That is what I wanted to know. That answers 
my question, 

Dr. Gare. Now, sir, you have probably noticed a difference between 
my estimate and the estimate given by the witness yesterday, who, I 
think, estimated 5 to 7 million. I think you will find that the differ- 
ence is because he estimated the difference between bulk rate and regu- 
lar class. I am estimating the difference between bulk or third class 
and first-class mail. This accounts for the discrepancy you probably 
have in mind, sir. 

Let me point out that I am not opposed to the principle of third- 
class mail. There are many fine companies which need such Gov- 
ernment subsidies in order to stay in business, I am, however, op- 
posed to the abuse of the third class or bulk mail privilege. The qual- 
itative abuses have been pointed out. Let’s consider the quantitative 
abuses. Here is a copy of Drug Trade News, June 29, 1959. On page 
12 is a breakdown of drug company mailings. First-class mail was 
used for less than 5 percent of the mailings. Forty percent of all 
mailings came from just 10 companies. A single drug accounted for 
71 different mailings to each doctor. No less than 51 different drugs 
were each the subjects of 20 or more mailings to every doctor. 
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Senator Harr. The table or breakdown referred to on page 12 of 
the Drug Trade News, June 29, 1959, without objection, will be made 
a part of the record. 

(The document referred to may be found on p. 10590.) 

Dr. Gars. Spokesmen for the drug industry often claim that these 
excessive mailings are needed to acquaint doctors with the newest 
drugs. However, the most heavily advertised drugs aren’t new. The 
one that required 71 mailings per doctor was 3 years old. The sec- 
ond most advertised drug was 2 years old, the third most advertised 
drug was 5 years old. No. 4 was a full 12 years old. No. 5 was ac- 
tually new. No.6 was 8 years old. 

All this information, sir, comes from this particular article in Drug 
Trade News. 

Why should the American people have to subsidize this sort of 
thing? Certainly, the drug companies are not impoverished, margi- 
nal firms needing Government subsidy. I understand that their oper- 
ations are not unprofitable. If this abuse of the third-class mailing 
and bulk mailing privilege were eliminated, it should go far toward 
reducing the excessive and improper advertising pressures on physi- 
cians, I do not suggest that third-class mail be eliminated. However, 
there should be some reasonable limitation on its use. For example, 
I would suggest an amendment to the postal laws stipulating that a 
single firm, including subsidiaries, may use the third class or bulk 
privilege not more than six times to each addressee per year. This 
would place no burden on the many firms in many industries who use 
the third-class privilege in a reasonable fashion. Nor would there be 
any restriction on the business freedom of any drug company. If a 
firm felt it had to send out more than six mailings per addressee per 
year, no one would stop them. However, they would have to pay their 
own way by using first-class mail, 

Senator Hruska. Doctor, in creating that idea and advancing it, 
have you taken into consideration any administrative difficulties or 
enforcement procedures ? . 

Dr. Gars. No, sir. 

Senator Hruska. And the expense thereof ? 

Dr. Garp. No, sir; I have not. 

Some medical educators are becoming increasingly concerned over 
the influence of the drug industry and their advertising agencies on 
medical journals. These journals are one of our last remaining 
sources of reliable information, An earlier witness before this com- 
mittee has testified that one medical journal lent itself to a drug firm’s 
advertising program in connection with a ghost-written paper. He 
also pointed out that a new journal charges a substantial fee to print 
articles, Presumably such fees are paid by the drug manufacturers. 
I am afraid that the influence of the drug industry on medical jour- 
nals is already too great, and is growing. 

I believe you already have Dr. Bean’s specific testimony on this next 
point, so perhaps I should omit it. 

Senator Harr. I am advised that we have. Your statement will be 
printed in full in the record. 

Dr. Gars. Here is a copy of an article by Professor Bean of Iowa 


which appeared in the May 1959 Archives of Internal Medicine. Dr. 
Bean says, 
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Some editors have refused to publish articles criticizing particular drugs and 
methods of therapy, lest advertising suffer. 

Here is an article in the November 30, 1959, issue of Drug Trade 
News, page 6. It states that six journals have been purchased outright 
by the Reuben H. Donnelley Gaup. Of these six, four are highly 
trusted medical journals. They are the American Journal of Medi- 
cine (green journal), the American Journal of Surgery, the Ameri- 
can Journal of Clinical Nutrition, and the American Journal of 
Cardiology. The Donnelley Corp. is also engaged in direct mail ad- 
vertising. Perhaps there is nothing wrong in this, and I do not 
claim that there is anything necessarily wrong with this, but it is a 
bit disburbing to find an advertismg agency buying up medical 
journals. 

I hope this committee will look into the matter further. 

Senator Harr. The article dated November 30 will be made a part 
of the record. 

(The article referred to may be found on p. 10591.) 

Dr. Gars. One of the most odious methods of drug promotion is 
the use of the medical student detail men. A needy medical student 
is offered a job as a detail man in his summer vacation, and then 
during the school year he receives a smaller salary to represent the 
firm’s interests in the school. No matter how disguised, this arrange- 
ment inevitably involves exploitation of the student’s position. Most 
of the better firms shun this sort of thing completely, but other firms 
go in for it extensively. At Albany Medical College, we discourage 
our students from becoming summer detail men. Many other medical 
colleges feel similarly. However, some medical schools apparently 
cooperate with the drug firms in these arrangements. The argu- 
ment which I have heard given in justification is essentially this: 
“Tf a needy student cannot get a high-paying position, he will have to 
leave school and give up his career. This would be a terrible hard- 
ship. It would be a lesser evil to allow him to be a detail man in the 
sishinnl school.” There is certainly merit in such an argument. How- 
ever, is it not a terrible reflection on us that such situations exist? 
Today most medical students need financial help to get through 
school. When I was a student, yearly tuition was $400; today it is 
over $1,400. 

I recommend therefore that the U.S. Government set up a system 
of scholarships for medical students and internes, and I would like 
to suggest a source for the funds. The money which would be saved 
by limiting the abuses of the third class and bulk mailing privileges 
can be used instead for scholarships. I estimate that the savings to 
the Government through the suggested change in the postal laws, 
from $20 to $30 million a year, could provide yearly scholarships of 
$500 to $750 to every medical student and interne. They need and 
deserve the money ; the drug companies do not. 

If any of the ideas expressed by me today prove useful, it would 
be particularly raat hero: to set up such a system of scholarships, 
since it was largely through the diligent and perservering work of 
medical students that these ideas came into being. 

In testifying about things which require correction, it is natural 
to devote most of the time to criticisms. On the other hand, to be 
fair, it must be pointed out that there are many things about the 
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drug industry which are most praiseworthy. There are some com- 
panies, which to the best of my knowledge, have not been guilty of 
any of the abuses which are listed, and I may add, sir, that this is 
after a careful scrutiny of at least 3 years. 

There are companies which we found to be completely reliable and 
trustworthy. Not all firms advertise excessively. In at least one 
case, I criticized a company for not advertising enough. The con- 
tributions of the industry are great in other areas. Their quality 
control methods certainly serve the public interests. The research 
contributions have saved many lives. [Even if some of their research 
is “me too” in nature, that doesn’t change the fact that drug company 
discoveries have been lifesaving. Furthermore, “me too” research is, 
unfortunately, not restricted to industry. It can be found all over. 

In some ways, the drug companies serve the public interest quietly, 
and without fanfare. In many cases, a physician can arrange to have 
a destitute patient receive free medication through a drug company 
representative. Some companies manufacture and supply medica- 
tions for rare diseases simply as a service to humanity. There is no 
possibility of profit, and a certainty of loss in such operations. For 
example, there are less than 100 cases of botulism per year in the 
United States. One company makes and supplies botulinus antitoxin 
to these cases free of charge. This medication is life-saving. I am 
sure there are many other similar examples. And, in fact, I have 
just recently come across many other such examples, since making this 
prepared statement. 

Thus, in discussing the areas in which drug industry practices 
should be corrected, there are two important points to be kept in mind. 
First, there are some firms whose practices are not objectionable. 

Second, even when some of a firm’s practices are objectionable, the 
firm itself may be basically good. 

Let me emphasize again that I am not criticizing the drug industry 
as a whole, but only certain of its practices. I am confident that in 
many cases responsible drug industry leaders would themselves like 
to see these practices corrected. I believe that appropriate remedial 
legislation would, in the long run, benefit not only the Nation, but the 
pharmaceutical industry as well. 

In summary, I suggest that the following steps be taken: 

1. A system of continuous Government inspection and certification 
of all drugs should be instituted. 

2. Trademark law should be revised to exclude newly coined words 
used as a product name. 

3. Postal law should be revised to eliminate abuses of the third-class 
mailing privileges. There should be a restriction of six mailings per 
addressee per year per company. 

4, Official, generic, names should be assigned to new drugs by a 
governmental agency, and should be simple and pronounceable. 

5. There should be an investigation of the influence of pharmaceu- 
tical companies and advertising agencies on medical journals. 

6. A system of Federal scholarships for medical students and in- 
ternes should be set up, 

Thank you, sir. 

Senator Harr. Professor Garb, thank you very much for a care- 
fully prepared and, at least to me, a balanced presentation and most 
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especially for the specific recommendations which have 
that presentation. 

Senator Hruska, any questions ? 

Senator Hruska. Just a couple of questions, Mr. Chairman. With 
reference to brand names and generic names, Doctor, you point out 
that USP does not mean certification or inspec tion? 

Dr. Garp. Yes, sir. 

Senator Hruska. It doesn’t, does it? 

Dr. Gars. No, sir. 

Senator Hruska. What does it mean ? 

Dr. Gars. USP means that the drug is said by the company mak- 
ing it to conform to the standards set up by the United States Phar- 
macopeia Convention. 

Senator Hrusk,. And specifically with reference to identity, pur- 
ity, and strength. 

Dr. Garr. Yes, sir. 

Senator Hruska. However, in actual practice it is your point that 
those standards sometimes are not met and therefore the necessity for 
continuous—— 

Dr. Gar. Precisely. 

Senator Hruska. Inspection to guarantee that those standards be 
met. 

Dr. Gar. Yes, sir. 

Senator Hruska. Now then, when you teach in your school that 
the use of generic drugs rather than brand name drugs are to be 
preferred, it is on the basis, isn’t it, that these standards are met? 

Dr. Gare. No, sir. I perhaps did not make myself completely 
clear there. Perhaps I can explain it best by an example. Now 
some doctors will write a prescription for say Seconal. Seconal is a 
private product name. Now what I tell the students to write is the 
generic name which is secobarbital, followed in parentheses by the 
name of the company. In other words, I say don’t write prescrip- 
tion Seconal. Write a prescription saying secobarbital (Lilly). 

Senator Hruska. Then that gives them the same as the brand 
name ? 

Dr. Garr. It gives them the same as the brand name, but then they 
know exactly what the *y are prescribing, and who makes it. This 
may be considered a purism by some. 

Senator Hruska. Is the result any different ? 

Dr. Garp. Oh, no, it is exactly the same pill. 

Senator Hruska. What is the point? I fail to get the point. 

Dr. Gars. The point is, sir, that for example, I have found that 
many physicians who write a prescription for Seconal do not know 
that it is made by the Eli Lilly Co. They don’t know whom it is made 
by. Most physicians do but T have come across situations where the 
physician does not know. 

Senator Hruska. What is the significance of that? Why is it 
important that it be made by Lilly or that they know it is made by 
Lilly? 

Dr. Gann. Because we know them to be a reliable firm that makes 
relinble products. 

Senator Hruska, You see what Lilly does is puts a brand name 
on, What is the difference between asking for it in a polysylabi 
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word with 14 or 18 letters or a brand name with six letters? What 
is the point ? 

I don’t quite get it. 

Dr. Gars. The point is, sir, very often a single drug will have a 
large number of different private product names, and I have an 
example here. 

Senator Hruska. You have not answered my question yet, doctor. 
If you think you can find it in the pamphlet that is fine. 

Dr. Gars. It is not in the pamphlet. I wrote it down—— 

Senator Hruska. Here you prefer to use a word which has 20 
letters in it followed by the name Lilly, when you could use a word 
with maybe 8 or 10 letters which gets the same product. Now what is 
your reason for putting it one way rather than the other when the 
result is the same ? 

Dr. Garp. In some cases there are let’s say 5 or 10 companies which 
make the identical product, and each company has a completely dif- 
ferent brand name. 

For example, the one I have here, Senator, is methamphetamine. 
Now suppose a doctor wished to write a prescription for methamphet- 
amine hydrochloride. What I advise is write your prescription for 
methamphetamine hydrochloride plus (the name of the company that 
you wish to deal with). There are two purposes there. No. 1, if the 
doctor learns to recognize that company A is a reliable trustworthy 
company, then I recommend that he try to prescribe their products. 
It is the same thing as anything else. If I know that the Heinz Co. 
makes good reliable products I want to prescribe their products. 

Senator Hruska. Then what is your objection to using the brand 
name, because the result is the same. What is your objection ? 

Dr. Gars. No. 1, the way the brand name is advertised. It is not 
advertised ordinarily in connection with the company name, so that 
the doctor very often does not know exactly which company is making 
which particular brand, and therefore he cannot deal with companies 
which he knows to be more reliable or better than another. 

Senator Hruska. Is it any easier to use a 20 letter word than it is 
to use a 6 letter word and put Lilly after it ? 

Dr. Gars. Will you repeat your question, sir? 

Senator Hrusxa. Is it any easier to use a 20 letter word and put the 
name Lilly after it than it is to use a six letter word? 

Dr. Gare. No, sir. 

Senator Hruska. And put the word Lilly after it. 

Dr. Gare. It is not easier but I think it is better although it is 
harder. And I think the reason it is harder is that the generic names 
are so difficult, so long and so unpronounceable as you have pointed 
out. 

Senator Hrusxa. And you have advocated that they be simplified ? 

Dr. Gars. Exactly. 

Senator Hruska. It goes right back to the use, the compulsion, the 
required use of the longer more difficult name. 

Dr. Gare. Sir, there is no compulsion. There is no required use. 
This is simply my recommendation. You asked me I believe how I 
recommend to the medical students that they write their prescription. 
Let me point out, sir, if I may, that this is not my personal approach. 
This is the way it is taught in virtually every medical school in the 
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country. Now perhaps I am not the most capable person for explain- 
ing to you why it is taught that way. This could very well be. How- 
ever, I think it important to point out that vunteni every medical 
school in the country teaches the medical students to write their 
prescriptions in this fashion. 

Here we are, sir. This may explain what I mean. Now meth- 
amphetamine hydrochloride has at least four different names. Sup- 
pose a doctor writes a prescription methamphetamine hydrochloride 
Lilly, and it gets to the druggist and the druggist calls up and says 
“T don’t happen to have the Lilly product, the Lilly methampheta- 
mine. May I substitute with your permission—this is quite proper— 
another company? And the doctor will say “which company”? I 
do not believe incidentally that the doctor should accept just any 
companies. I think that it is important to know that a sound re- 
liable company is making the drug, yes. Now if the doctor has 
written the prescription methamphetamine hydrochloride with the 
name of the company then he knows exactly what he is doing. 

He is asking for a particular chemical. Suppose, however, he 
gets into the habit, the mental habit of writing something like amphe- 
droxine? Is he going to find it as easy to remember that is the same 
thing as methamphetamine, as desoxin hydrochloride or efroxine hy- 
drochloride? The difficult thing is you can have 20 companies mak- 
ing the identical thing under 20 different names. 

It is quite true, sir, that it is harder to write this long name followed 
by the name of a company. But it is easier to remember one official 
name and know the names of all the companies than it is to remember 
20 different private product names. Now I apologize if I have not 
explained this clearly, sir, but I should point out that this method 
for prescribing is taught in most of the medical schools, and I hope 
I have made clear why. 

Senator Hruska. And the basis would seem to be therefore that 
there is some question as to quality control by some companies. 

Dr. Gars. Oh, yes, there is no question in my mind about the im- 
portance of quality control. I hope that I have not raised any 

Senator Hruska. So that the argument used in favor of the brand 
names by these detail men is probably a valid argument, namely 
that unless they know what company is making it, it would be diffi- 
cult, it might be detrimental to the patient because the product might 
be made by a company that does not have a good reputation and a 
good record for quality control. 

Dr. Gars. That is correct, I agree with that completely. In fact 
I can say that on that point I have been convinced myself, that at 
present I would not be happy with a generic drug if I did not know 
who made it or if I did not know that some reliable organization 
stands behind it. Now I would feel happy about a generic drug that 
is dispensed by a hospital formulary because there I know that the 
formulary committee has scrutinized the origin of the drug and 
knows that it comes from a reliable company, but I would not be 
happy about simply a written prescription for a generic drug-——— 

Senator Hruska. Without designating 

Dr. Gars. Without designating the company. And in fact, sir, we 
were taught always to designate the company on prescriptions, even 
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aside from the question of quality control, because there are some 
pharmaceuticals which will vary between companies In important 
ways other than quality control. In potency, the digitalis glycocides, 
for example, and no matter how accurate the USP standardization is, 
it is an animal standardization, and it is not exactly the same as the 
human. Therefore, we always recommend that the patient continue 
taking the digitalis pill from the same company and from the same 
USP designation. 

In other words, if he is on USP 13 and he changes to USP 14, he 
has got to be restandardized again. 

Senator Hruska. Now, doctor, with reference to names of these 
products, you suggest that there be a law, that a government agency 
could do the job better than what is being done now. Of course, the 
general principles set out for this—and I imagine it would have to be 
in the law also or we would be disregarding a principle which has 
been considered beneficial. This list of general principles, for ex- 
ample, which you handed in here with the letter from the American 
Medical Association says this in paragraph 2: 

For chemically defined drugs an attempt should be made to form a name by a 
combination of syllables that will connote or suggest their primary chemical 
structure and significant chemical groups. 

Dr. Gare. Yes, sir. 

Senator Hruska. Then a little later down it says this: 


The use of chemical symbols, alphabetic abbreviations, letters or numbers 
as names or part of names should be avoided as far as possible. 


And then a third one is: 


Names should be distinctive and sound in spelling. They should not be incon- 
veniently long and should not be liable to confusion with names already in use. 

Now here are the principles. Would you advocate the abandon- 
ment of that principle? 

Dr. Gars. I would advocate 

Senator Hruska. That a combination of syllables that will connote 
or suggest their primary chemical structure and significant chemical 
groups be abandoned ? 

Dr. Garp. Yes, sir. 

Senator Hruska. You would abandon that? 

Dr. Gare. I would abandon the part that you have just read. yes, 
sir. If I may I will explain why. We have many drugs in use today 
whose names are perfectly satisfactory and clear which do not follow 
those principles. Morphine, digitalis or digitoxin—or quinidin or 
quinine—all of these well-known drugs have names which do not tell 
you very much about the chemical constitution at all, and I do not see 
why that particular section is necessary at all. 

Senator Hruska. Of course, they occupy that position because of 
the passage of time and the common usage, don’t they? The new 
drugs would not have that feature, would they ? 

Dr. Gars. No, sir; the new drugs would not. 

Senator Hruska. And you still would abandon this principle, No. 
9, even as to new drugs ? 


Dr. Gars. Yes, sir; I would abandon the principle you have just 
mentioned, 
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Senator Hruska. How would the doctor then know? What is in 
the blooming thing ? 

Dr. Gars. W ell, sir, to begin with the name which they adopt, 
which is based on the chemistry of the drug, does not tell him anyway. 
He still does not know. He has to find out what the actual chemical 
structure of the drug is. He has to go to the chemical name. There 
are three names for a drug, at least three names. There is the brand 
name which we are usually familiar with, there is the official or 
generic name, and you have that list there, and there is always the 
chemical name. Now the chemical name is usually a long thing with 
a lot of numbers and cis’s and trans and hyphens in it m: tybe. about 
so long, and it is only the chemical name which will actually tell any- 
body what the true chemical constitution is. The generic name is 
almost a nickname or a shortening of the chemical name, and the 
generic name as such seldom would tell anybody what the drug is. 

I would venture that if you got a top notch organic chemist who 
did not know what the drugs were and simply gave him the generic 
names and said “Write out the structure of this drug” he would be 
completely unable to do so. 

Senator Hruska. But it gives him an idea doesn’t it? It gives him 
a general idea? If you said black instead of a name 18 letters long 
with probably 5 or 6 syllables which did mean something in the 
parlance and in the trade, in the profession as it were, it gives him 
an idea. If he simply said black, why it could give him no idea, 
on that would it ? 

Dr. Garp. No, sir; it may give him an idea, but I don’t know if the 
idea is in any way helpful. You either know the chemistry of a drug 
or you don’t know it, and simply to know that it is something v aguely 
related to something else may not be very helpful. 

Mr. Kirin. The label on a drug would still have to give the 
chemical consistency, the exact chemical consistency, is that right? 

Dr. Gars. Are you speaking of the present law, sir? 

Mr. Krrrrm. Yes. Doesn’t the label on these drugs actually give 
the chemical consistency so many milligrams of this and so much 
of that? 

Dr. Garn. You mean does it give the chemical name ? 

Mr. Kirrrte. No; I am rot talking about the chemical name. I am 
talking about the chemical consistency. When a doctor picks up a 
drug, whatever name is used, can he tell from the label exactly what 
this drug contains? 

Dr, Gars. I am not sure I understand your question, sir. He can 
tell in terms of the name that is given to him. For example, if the 
label says “contains 10 milligrams of morphine” he would know that 
it con‘ains 10 milligrams of “morphine, but he might not know what 
the chemical structure of morphine is. Is this what you are asking 
me? 

Mr. Krrrrie. Yes. I just want to know if a doctor picks up a drug 
right now, can he find out what the chemical consistency is? 

‘Dr. Gars. He can find out by asking the company always. 

Mr. Krrrrte. But it does not say on the label ? 


35621—60—pt. 18-18 
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Dr. Gars. It may say on the label. Some of the labels do have that 
information. It depends on the type of drug. Very often companies 
will not only put the chemical name on, very often they will put the 
exact chemical structure in their ad when they wish to make a point. 
In other words, suppose they wish to show that a certain type of 
tranquilizer differs from chlorpromazine by having a different kind of 
atom at a particular point. Then they will show the complete chem- 
ical structure in a diagram, and show where the difference is. 

On the other hand, with other drugs this is not done. I don’t think 
it is possible to generalize. But I am not criticizing anything about 
that at all in any way. 

Mr. Kirrrre. But since there was much talk about the need to edu- 
cate a doctor to know exactly what he is using, I would like to know 
at present does the law provide that when a doctor gets a drug on the 
label he will be able to read exactly what this drug consists of 
chemically ? 

Dr. Gars. I don’t think there is—I don’t know of any general rule 
or law about that, sir. I have seen such information on many labels 
and on many ads. I have also seen others which do not have that 
information. I might say I myself am not advocating the need for 
that. 

Senator Hruska. Doctor, I am reading now from the statute itself, 
which governs the Federal Trade Commission with regard to false 
advertising ? 

Dr. Garp. Yes, sir. 

Senator Hruska. And at page 116 of the 52 statute: 

No advertisement of a drug shall be deemed to be false if it is disseminated 
only to the members of the medical profession, contains no false representation 
of a material fact and includes or is accompanied in each instance by a truthful 
disclosure of the formula showing quantitatively each ingredient of such drug. 

Isn’t that the answer? 

It is already in the statute and they have to disclose it in order to 
get away from a false advertising violation. 

_ Dr. Gare. Yes, sir; perhaps I don’t understand. I am not object- 
ing to—— 

Senator Hruska. But you said you did not know whether they are 
described that way in the labels. The fact is the statute requires it. 

Dr. Garp. The statute requires that the generic name be given. The 
statute does not require that the chemical name be given. There is a 
big difference between generic and chemical names. 

Senator HrusKa. Here is what the words of the statute say: 


Truthful disclosures of the formula showing quantitatively each ingredient of 
such drug. 


That to me means each ingredient of such drug. 

Dr. Gars. Yes, sir. 

Senator Hruska. Quantitatively but—— 

Dr. Gars. The ingredient might be something like morphine, for 
example. 

Now if they say morphine—— 

Senator Hruska. Whatever it is. 





ADMINISTERED PRICES 10509 


Dr. Gars. But, sir, there are two ways to describe morphine. One 
can describe morphine and call it morphine, and this is correct and 
fine and I think perfectly satisfactory. 

Another way of describing morphine is to give its chemical nature, 
and the statute does not call for that and I do not advocate that. 

I thought this was the question that was asked me. 

Senator Hruska. It calls for a disclosure of the quantitative 

Dr. Garp. Yes, sir; but that is not quite the same as chemical 
names. 

Mr. Krirrriz. One of the questions we were after is whether the 
doctor at the present time is properly advised as to the nature of the 
drug he prescribes, whether by having some of these trade names or 
these extra-long names we confuse him so he does not know what it 
is that he is using. 

But if the label describes the chemical ingredients the doctor then 
by picking up any one sample can tell exactly what it is that he is 
prescribing. 

Dr. Gars. Oh, yes; in other words, if your question is, is it easy 
for the doctor to know exactly what the brand name material is, al- 
most always, yes, with the exception that I showed you. Almost 
always, in fact one sees, for example, here is the trade name and 
under it is the official name. 

If he looks for it he can find it. Is that the question you are ask- 
ing, sir? 

‘Senator Hruska. Heavens, no. It is in the description; it is in the 
labeling of the product. It is in the labeling of the product, or where 
there is advertising at all, it must contain in the words of the statute 
quantity, quantitatively the ingredients of the thing that is being 
advertised. 

Dr. Garr. Yes, sir; that is fine. 

Mr. Dixon. What he has in his hand, I believe, is advertising and 
what you are talking about is labeling. : ; 

Senator Hruska. Exactly, and the question was directed to label- 
ing but the witness has not quite been able to quite understand. 

Mr. Dixon. Senator, what comes to the doctor may be advertising. 
If he received a sample bottle, he would have labeling. : 

Senator Harr. I think the question developed from the question by 
Mr. Kittrie and Mr. Kittrie’s question did relate to the label that is 
onthe bottle. Am I correct on that? 

Senator Hruska. Yes. I have no further questions, Mr. Chairman. 

Senator Harr. Mr. Dixon. 

Mr. Dixon. Mr. Chairman, I would like to ask some questions but 
we have another witness here. 

Senator Hart. Again, doctor, thank you very much. 

Dr. Gars. Thank you, sir. ; 

Senator Hart. Our concluding witness is David Novick. I have 
been handed a statement which I have not yet read but which I will 
read. 

Mr. David Novick is not a physician or a pharmacologist but an 
economist presently employed by the Rand Corp. He has had a dis- 
tinguished career which has included the post of Comptroller of the 
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War Production Board. In this capacity he made a very valuable 
contribution to the war production effort. During the course of the 
hearings on the drug industry the subcommittee has heard a great deal 
about the subject of research. ‘There came to the attention of the sub- 

committee an article in the November 1959 issue of the Illinois Busi- 
ness Review by Mr. Novick on this subject, entitled “What do we 
mean by research and development ?” 

In his article Mr. Novick presented to our knowledge the first at- 
tempt to identify and classify the various types of activities and fune- 
tions which are embodied by the term “research and development” 
and particularly the different kinds of promise for the future held by 

each class of research. In the belief that a clearer understanding of 
the terms of the various activities which are carried on in the name 
of research would be helpful to the subcommittee, the chairman invited 
Mr. Novick to testify. 

Senator Kefauver expressed the hope that Mr. Novick would be able 
to illustrate his analysis for the subcommittee by illustrations drawn 
from the drug industry. This I am advised he has done. We are 
very grateful to Mr. Novick for having made what I am sure will be 
an ‘important contribution to the subcommittee, and to Mr. Frank 
Collbohm, president of the Rand Corp., for having approved Mr. No- 
vick’s appearance here. 

It goes without saying that Mr. Novick is presenting his own views 
and is not speaking on behalf of the Rand C orp. 

Mr. Novick, the committee has received and appreciates your writ- 
ten statement which we will print in full in the record. If there is 
any point that you elect to omit in your reading of it, it nonetheless 
will be included in the record. 


STATEMENT OF DAVID NOVICK, CHIEF, COST ANALYSIS DEPART- 
MENT, THE RAND CORP., SANTA MONICA, CALIF. 


Mr. Novick. Senator Hart, and gentlemen of the committee, I am 
naturally pleased that you have found the work that I have done on 
the relationship of research and development to final product of suf- 
ficient interest to invite me to appear before your subcommittee. 

There are many possible approaches which can be taken to show how 
research and development is converted over a longtime period into 
one or more production items. These include: translations of ancient 
lore, some of the theses on the brilliant ideas of Leonardo da Vinci, 
stories about Franklin and his kites. 

In the talk which I gave to the Association of Directors of Uni- 
versity Bureaus and Business Research, I used atomic energy to il- 
lustrate the milestones in the research and development process which 
have brought us to the present state of application of this scientific 
discovery. 

A long list of developments can be used to describe the steps from 
the first discovery of an idea to its workaday application. There are 
studies available covering the development of television, transistors, 
computers, and new propulsion devices, as well as atomic energy and 
many other new products. 
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You have asked me to illustrate my work with examples pertinent 
to the drug industry and suggested the history of research and de- 
velopment in penicillin. 

With that in mind, let me proceed to develop the question, “What 
do we mean by research and development?” in the broad general terms 
that I used in the talk referenced earlier and which you have seen in 
a condensed form published in the Illinois Business Review, Novem- 
ber 1959. Another article on this subject appears in the spring issue 
of California Management Review and can be made available to you. 

My studies were stimulated by the current emphasis on the need for 
research, the pride with which we point to the tremendous growth in 
spending for research, and the universal acceptance of the philosophy 
that from research will come major payoffs both in national security 
and in the standard of living. 

The record of hearings on 1 Capitol Hill is replete with examples of 
the current concern with whether this country is doing enough to as- 
sure the development of spectacular new weapons and to permit it to 
move out into space. 

You are equally familiar with the growing emphasis on the sub- 
ject in industry. There the philosophy seems to be that research is 
needed to prevent companies from being outrun by potential com- 
petitors. That the investing public has bought the thesis that re- 
search pays off can be illustrated by the spectacular rise in the price 
of the securities of Texas Instruments, Thiokol, Minnesota Mining & 
Manufacturing, International Business Machines, and others of the 
so-called science stocks. 

This indicates the investors believe that research does pay. 

Congress has also recognized the importance of the potential re- 
search payoff with the creation of the National Science Foundation, 
substantially increased appropriations for research in a wide variety 
of fields and in the Revenue Act of 1954 which allowed industry to 

“expense” research and development expenditures for income tax 
purposes. 

As evidence that we are doing more “research and development,” 
we point, with some pride, to the Defense Department’s budget call- 
ing for $3.9 billion for research and development in fiscal 1961 as 
compared with $650 million identifiable for military research and 
development in fiscal year 1950. Similarly. we sav that business has 
expanded its R. & D. effort from less than $200 million in 1930 to $1 
billion a few years ago, and current reports indicate that business 
expenditures may total close to $7 billion this year. 

But what do we mean when we say the Defense Department is 
spending $3.9 billion for research and development or that industry is 
spending $7 billion? Are we really increasing our research effort or 
are we mer ely reclassifying traditional outlays i in terms of the now 
fashionable “research and development” effort? How are the dollars 
actually being spent ? 

In trying to come up with some answers, I classified research and 
development into four steps, each being based on the degree of cer- 

tainty of payoff and the promise for the future which each activity 
provided. The classifications I used are as follows: 
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ACTIVITY 


Step. I. Basic research, experimental 
research, basic development. 


Step II. Applied research, advanced 
development, basic evaluation, basic 
testing. 


Step III. Product development, prod- 
uct testing, product evaluation, pilot 
production. 


Step IV. Product application, appli- 
cation research, applied testing, applied 
evaluation. 


RESEARCH AND DEVELOPMENT: STEPS, ACTIVITIES, AND PROMISES 
FOR THE FUTURE 
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PROMISE 





Understanding of universe and or- 
ganization of knowledge about it to: 

(a) Permit major changes in ways 
of looking at phenomena and activities ; 

(0) Create new devices and methods 
for accomplishing scientific objectives ; 
and 

(c) Identify phenomena and activi- 
ties which permit revolutionary changes 
in existing products, methods and ap- 
proaches. 

Its promise is great but not identified 
as to specific purposes and the possi- 
bility of fulfillment is highly uncertain. 


Singling out or identifying specific 
potentials or applications with a view 
to developing devices or methods for 
utilizing the new general knowledge 
obtained in step I. 

Scientific application or usefulness is 
identified but the economy, efficiency 
and acceptability of the proposals re- 
main uncertain. Promise is for great 
new things. 


Specific devices or methods appear as 
likely solutions but must be brought 
reasonably close to final application to 
determine effectiveness, economy, and 
acceptability. 

Doability has been established and 
major advances are promised. 


New uses and applications or modifi- 
eations of existing uses or applications 
are sought for existing methods, prod- 
ucts or components; may result in sub- 
stantial benefits to users or producers. 
Some success is reasonably assured 
since it is evolutionary rather than rev- 
olutionary. 


Using this four-step breakdown of the research and development 
process, I then attempted to distribute the reported $10 billion ex- 
penditure in 1959, with the results shown in the following table: 


Promise 
Step I. Brave new world 
Step II. Possible use of new discovery 
Step III. Application of new knowledge 
Step IV. Improved application 


Guessed 
distribution 


$100, 000, 000 
300, 000, 000 

2, 600, 000, 000 
7, 000, 000, 000 


From this, you can see, I do not think that a significant part of the 





effort called “research and development” is going into the “brave new 
world” type of activities which we normally imply when we say “re- 
search and development.” As I said in my paper, I agree with Cor- 
nelia and Bergen Evans, who, in their “Dictionary of Contemporary 
American Usage,” gave as one of their definitions of research: 
Research has become very popular in the United States since the outbreak 
of World War II. As Henry D. Smyth has observed, the idea that the object 


of research is new knowledge does not seem to be widely understood and “a 
schoolboy looking up a word in the dictionary is now said to be doing research.” 
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Indeed it has been debased even further. Research is frequently used to de- 
scribe reading by those to whom reading, apparently is a recherche activity 
and for many a graduate student it is a euphemism for wholesale plagiarism. 
The word needs a rest or at least less promiscuous handling. 


The Evanses probably intended to include “development” in their 
definition of “research” when that word is used as in the familiar “re- 
search and development” phrase. 

And both the scientists and the administrators of research programs 
seemingly agree with this view. 

In summing up the work of the “Symposium on Basis Research,” * 
in May 1959, Dr. Dael Wolfie, of the American Association for the 
Advancement of Science, said: 


If words could talk, research would surely complain of being overworked. 
The word is used to describe the scholarly activities of a Nobel laureate and 
to give prestige to such immediately useful records as counting the customers 
of a chain store. It may, in one sentence, be used to describe the search for 
the laws of nature and in another the search for facts to support a conclusion 
already reached. 

Even if the misuses are left out of consideration, a wide range of activities 
ean properly be described as research. Within the wide range various adjec- 
tives are used to describe special types of research. Basic and applied research 
are the most familiar but there are others, such as practical research, pro- 
grammatie research, or materials research. All of these terms are useful but 
none has sharp boundaries and one cannot be cleanly separated from 
another * * *, 


In another presentation at that meeting, Dr. Merle A. Tuve said, 


* * * all of us (scientists) have contributed to a more or less purposeful con- 
fusion in our use of the words “basic research.” We have lumped under “re- 
search and development” so many huge technological activities in the national 
budget, and correspondingly in corporation budgets and elsewhere that the fig- 


ures have become practically meaningless. 


These and many other statements indicate clearly, I think, the need 
to do a better job of identification of the various kinds of research and 
development, test and evaluation, and to project the kinds of changes 
that each of these activities promises for the future. The identifica- 
tion is needed both by government and industry as a tool to help make 
management decisions as to where and how resources should be 
allocated. 

However, the undertaking is an ambitious one which I approach 
with humility, recognizing that the results are not likely to be com- 
pletely satisfactory to anyone. All that can be said with certainty 
is that the present situation is both confused and confusing. 

Before turning to the application of my identification system to 
the history of penicillin, let me review with you some of the logic 
used in determining my measurements. 

One reason the step I, or brave new world, outlay is small is that 
the type of activity 1s normally low in its resource demands. Only 
occasionally, as in the Project “M” linear accelerator at Stanford, do 
expenditures reach the multi-million-dollar level. For the most part, 
this research involves one or a few highly qualified individuals, the 
equipment is paper and pencil, or blackboard and chalk, and rela- 

tively small laboratories. It is only when use or application is in- 
volved that expenditures jump sharply. 


1“Symposium on Basic Research,” sponsored by the National Academy of Sciences, the 
American Association for the Advancement of Science, and the Alfred P. Sloan Founda- 
tion, May 14-15, 1959, Publication No. 56, American Association for the Advancement of 
Science, Washington, D.¢C., 1959. 
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Probably most important in establishing the low level of activity in 
step I is the fact that we, in the United States, have been more inter- 
ested in application or experiment: ition that in pure research. Most 
of our science has been imported, chiefly from Europe, either as prin- 
ciples or scientists who developed their ideas in this country. The 
bulge in our scientific discoveries in the last 25 years is probably more 
the result of E uropean scientists coming to this country to escape 
fascism, communism, and naziism than any real expansion in our in- 
digenous capability. Einstein, Fermi, Von Neuman, and Teller are 
a few of the scientists whose U.S. contributions are transplants from 
Europe. There is no assurance that we have yet developed the essen- 
tial “climate” for basic research in this country. 

Another reason for the low expenditures in step I is the small num- 
ber of people capable of or interested in this kind of activity. Re- 
cently, there has been a marked increase in emphasis on education in 
mathem: ities, engineering, and science and larger numbers of students 
are being encouraged to enter and are entering these fields. Whether 
the rate of activity at the basic research level can be made directly 
proportional to the numbers turned out in these fields of education 
remains to be seen. Great ideas are few and far between. Speeding 
up the process may or may not be susceptible to the numbers 
treatment. 

Step IT is three times step I, according to my guess. It is still small 
for the same reasons that apply in step I. Some increase occurs be- 
cause, in general, more people are available for and capable of this 
type of work and more elaborate equipment and methods can be used. 
More people become available as the nature and kind of guidance 
and direction is now more easily established. The equipment, in many 

cases, is still simple compared to that used in steps IIT and IV. How- 
ever, it is like to be more complex and in larger quantity, and more 
costly than that used in step I. Illustrative of this was the estimate, 
in 1940, that $100,000 would be required to attempt the first nuclear 
chain reaction. Very little had been spent in the basic projections. 
Billions were required for step IIT in nuclear fission. 

The relationship between steps IT and IIT in the atomic develop- 
ment program is representative of the general military interaction. 
In the atomic case, and in many modern weapon developments, the size 
of the resource demands for product development, testing, and evalu- 
ation becomes spectacular because of the time concentration. When 
time pressures are not as great as in national security expenditures in 
step III are smaller. The buildup is more gradual. Over the years 
involved in a leisurely approach many of the } problems in one develop- 
ment are solved as part of other research. 

Most research expenditures are in step IV for a wide variety of 
reasons. First and most important is industry’s willingness to make 
the investment since the changes now sought are small order variations 
in proven methods, devices, and approaches with reasonable assurance 
of success. 

Second, because so much is already known about the undertaking, 
very large numbers of people are available for and interested in this 
kind of work. Third, in most activities, whether production, manage- 
ment, or marketing involving equipment, cosmetics, or social services, 
making improvements and changes of this kind is the essence of day- 
to-day ‘business or professional activity. 
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Because the payoffs are reasonably assured, it is easy to understand 
why it should comprise the great bulk of the effort. Perhaps equally 
important, unless there is a large output in steps I and IT, additional 
research and development can only seek the relatively small improve- 
ments which in my concept characterize step IV. 

Against this background, I will now turn to the history of penicillin 
to illustrate how my classification may be applied to that history. 

Probably the first question which must be answered is a determina- 
tion of the relationship between the scientific story of the mold dis- 
covered by Sir Alexander Fleming to the application work or attempts 
to discover the uses to which the phenomena observed in the laboratory 
could be put. 

The word “application” as I have used it does not include com- 
mercial application since I am assuming that the first interest also of 
the scientists is understanding rather than a salable product. 

This distinction between pure and industrial research was best de- 
scribed by Charles Kettering. He pointed out that in the university 
only two factors were involved in true scientific research: (1) matter, 
and (2) energy. In industry he said research involved four factors: 
(1) matter, (2) energy, (3) economics and (4) psychology. 

As he put it, “industry research must partake as much of economic 
horse sense as science.’ 

I think this statement of Kettering’s explains much of the con- 
fusion about the many varieties and kinds of research. It can be 
applied directly to the story of penicillin. 

In my opinion, the early work of Fleming, Raistrick, and his co- 
workers, Thom and the others, was undertaken primarily as part of a 
search for an understanding of the phenomena of mold. Their work 
on conditions for extracting this substance was aimed chiefly at an 
examination of both its biochemical and biological properties. 

Obviously they were pleased when they found practical results of 
their efforts. However as scientists, their real interest was a better 
understanding of the phenomena first observed by Fleming. 

Probably the best evidence of the difference between the purely 
scientific effort and the later commercial effort is the statement which 
Florey and Chain submitted to the natural science division of the 
Rockefeller Foundation in November 1939. The academic interest in 
the study was even more strongly stated in the two-volume book, 


“Antibiotics,” by Florey, Chain, Heatley, Jennings, Sanders, and 
Abraham. 


Although in the application the possible practical results were brought 
forward, the research was conceived of as an academic study with possibilities 
of wide theoretical interest, both chemical and biological. Statements have 
appeared from time to time that the work on penicillin was started as an attempt 
to contribute to the treatment of septic wounds in World War II. This is quite 
erroneous as the work was planned well before the outbreak of war, and in any 

case there was then no idea that penicillin could play the important part which 
it has done in the treatment of war injuries.’ 


Thus the efforts from Fleming’s discovery in 1929 until 1940 seem 


to fall within the categories I would call step I and step II of the 
research and development process. In other words the work of 


27T. A. Boyd, “Professional Aetewe: The Biography of Charles Franklin Kettering,” 
E. P. Dutton & Co., Inc., New York, 195 


3 Federal Trade Commission, “Beonomic Report on Antibiotics Manufacture,” June 1958, 
p. 308. 
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Fleming provided an observation which promised a better under- 
standing of a part of the universe. The promise was great but not 
yet identified as to specific purpose. The possibility of fulfillment 
was highly uncertain. This might truly be described as step I. 

This work was picked up by other groups both in England and in 
the United States. Now the effort was to discover some of the possible 
scientific uses of Fleming’s observation. 

Subsequently when laboratory experiments gave “grounds for the 
hope that penicillin would have some systematic chemotherapeutic 
properties” Florey described the situation saying: 


The difficulties in raising the scale of laboratory production were formidable, 
and the decision had to be taken whether it would be more profitable to struggle 
on with the methods already in use, which gave only a tiny yield per liter of 
culture fluid, until enough had been made for trial in man, or whether to hold 
up production while a search was made into possible means of increasing the 
yield. The former policy was adopted, rightly as it seems now, for once the 
chemotherapeutic effectiveness of penicillin in man had been demonstrated the 
impulse to further work became sufficient to make the provision of facilities 
for the subsequent large scale investigations by industrial and other research 
bodies a matter of high priority. However, at the same time as laboratory large 
scale brewing was being carried out, attempts were made at Oxford to in- 
crease the yield by changing the composition of the medium and by selecting 
high yielding strains. Among those tested were single spore isolates from the 
strain already in use and from cultures obtained toward the end of 1940 from 
Fleming. These investigations gave no useful results at the time, though more 
extended work on similar lines which was done later in America was highly 
successful.* 


Widespread interest in this mold started with the publication by 
Florey and his coworkers of their paper, “Penicillin as a Chemo- 
therapeutic Agent,” which appeared in the Lancet of August 24, 1940, 
and followed by a 1941 report by Abraham, Chain, Fletcher, Florey, 
Gardner, Heatley, and Jennings. Subsequently the Committee on 
Medical Research of the U.S. Office of Scientific Research and De- 
velopment and the General Penicillin Committee in Great Britain 
figured prominently in the picture. 

These Committees took the program from the research laboratories 
and transferred it into full-scale production, development, tests, and 
evaluation—step III—activity conducted by commercial firms in 
Britain, the United States, and Canada. Among the first companies 
to attack the problem seriously were Merck & Co., Inc., E. R. Squibb 
& Sons, and Charles Pfizer & Co., Inc. 

With the belief of both the British and U.S. Committees that the 
promise for new products was great, we are ready for step III with 


the commercial interests anxious to tackle the many problems seri- 
ously. 


On October 20, 1941, Thom wrote from Beltsville, informing Richards (of the 
Committee on Medical Research) of what had been learned on the trip. At 
least six commercial companies, including manufacturers of fine and medicinal 
chemicals as well as pharmaceutical houses, were reported by Thom to have 
manifested varying degrees of interest in the production of penicillin by fer- 
mentation. The word from Peoria was particularly encouraging: ‘‘Moyer has 
been able to increase the experimental yield of penicillin to three times what 
Heatley could produce by his methods.” The members of the staff who had 
been working on penicillin were interested; and while they realized that the 
regional laboratory was not equipped for large-scale production of penicillin, 
they believed that the laboratory could contribute to the research work neces- 


*Ibid., p. 311. 
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sary, if support were provided for such a program as was outlined in their rec- 
ommendations. This program included: 
1. Further experiments to increase the yield from Fleming’s organism. 


2. Improvement and standardization of the assay method to determine yield 
and effectiveness. 


3. Search of a large number of organisms for one capable of producing a satis- 
factory yield. 


4. Further study of “drum” method of fermentation is very desirable. 


Subsequently very substantial work was done in steps III and IV. 
The job was now to provide better methods of processing, stabilized 
products, to conduct clinical tests to determine both the safety of the 
products and their limitations and ultimately to find new and im- 
proved products and methods of synthesizing penicillin or its thera- 
peutic equivalent. 

The British scientist, A. L. Bachrach of Glazo Laboratories, Ltd., 
summarized briefly the four historic stages between the discovery of 
penicillin and the year 1955, when the article was written. Slightly 
paraphrasing his language, these stages are: First— 
the work of Fleming on its biological properties and the initial studies by 
Raistrick and his colleagues of its chemistry, and the means to purify it— 
Second— 
the brilliant and arduous work of Florey and his colleagues at Oxford, which 


not only made it desirable to produce penicillin on a large scale, but also gave 
many valuable pointers to the means of doing it— 


Next— 


a period of building up the new antibiotic industry, under wartime conditions, 
on the basis of surface culture, aided by the use of corn steep liquor and various 
other devices for raising titres— 


and— 


the last phase, in which we still are, * * * that due to the use of surface 
growing strains, and their continued upgrading, in deep fermenters.® 

I do not have any specific statistics which could measure, in terms 
of dollars or resources, the effort applied to each of the four phases 
in the development of penicillin, in the long period from 1928 to 1945. 
However, I do think that some index of that relationship may be 
obtained from the fact that the first Rockefeller grant to Dr. Florey 
was for $5,000 for a year’s support in 1940 and a second grant of 
$5,000 was made in 1941. 

Grants of this size would seem to indicate that only very small 
resources were expended for the first two stages in penicillin develop- 
ment. 

I have no doubt that the subsequent work in what I call step III, 
ran many times the amounts spent in either step I or step II before 
doability had been established. 

I am equally sure that even the larger amounts spent on actually 
getting a useful product (step III) are only a fraction of what has 
been spent since that time in step IV, the subsequent development for 
improving, packaging, and marketing the product. 

There is, however, as I pointed out earlier, nothing particularly 
unusual about this expenditure pattern. Outlay is usually small in 
step I or “Brave New World” because the demand for resources is 


5 Ibid., p. 322. 
*Ibid., p. 354. 
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small and work in this area is, to a large extent, dependent on the 
quality of the researcher. 

Step IT is still small, although the cost may run several times step I, 
according to my guess. This increase is caused generally because 
more people are available and capable of work in this area, and more 
elaborate equipment and methods can be used. 

Step IIT is the point when the size of resource can go up markedly 
and particularly in military development. The cost goes up sharply 
becaues of time pressures. Of course, when time pressures are not so 
great as in national security, expenditures are smaller. The buildup 
is more gradual. Over the years involved in a leisurely approach, 
many of the problems in one development are solved as part of other 
research effort. 

Most research expenditures are in step IV for a variety of reasons. 
There is at that point a reasonable assurance of success since the 
changes sought are small order variations in proven methods, devices, 
and approaches. Because a substantial body of information is avail- 
able, very large numbers of people can be employed at this point. 
Finally, making changes and improvements of this kind is the essence 
of day-to-day business or professional activity. 

The small improvements which characterize step IV and the long 
cycle which started in 1928 with Fleming’s discovery and ended in 
1945 with the availability of commercially produced penicillin may 
be both byproducts of the failure to provide more adequate support 
at steps I and II. 

Senator Harr. Mr. Novick, you probably sense that this is some- 
thing of a change of pace for the committee. I think we have all en- 
joyed it—I know I have—and without sounding presumptuous I think 
both Senator Hruska and I would agree that at least this section of 
the testimony could be studied with profit by several other groups in 
the Senate currently at work on this very subject. 

I have only two questions, and neither anticipate the ability of 
anyone specifically to answer them. First you sobered us, I am sure, 
when you made the point, which we tend on occasions to forget, that 
we in this country have benefited enormously by transplant from Eu- 
rope, usually under pressure, of these scientific greats. Our contribu- 
tions in research in your judgment, I take it, then has been largely 
the pumping in of dollars. 

Do you feel that America, with its present level of education and 
our contributions to raising that level, can now be said to have reached 
the point where our success in achieving the brave new world is rea- 
sonably assured? Let me put it another way. Do you think that we 
are presently making contributions in an amount consistent with our 
capacity and potential ? 

Mr. Novick. As you indicated, Senator, this is not an easy question. 
The fundamental problem, and one for which there is as yet no an- 
swer, is the extent to which great ideas, which are few and far between, 
can be made susceptible to a numbers treatment. In other words, do 
you increase the possible occasion for the great contributions simply 
by having more people in the activity ? 

As I tried to indicate in the four-step classification, education per 
se does not mean that we are educating scientists. We are educating 
people who can work in science. But it takes what Poincaré called 
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the “disinterested fools” who speculate about the world and who are 
interested in doing that, and a society which is willing to support them 
to give us the great ideas of the Darwins, Newtons, Einsteins, and the 
other great researchers. 

In the second step, the research application, after someone has come 
up with the great speculation, is another thing. In this activity, 
education of itself is not only essential but frequently provides the 
ability to do it. However, whether thinking per se can be made a 
big business is yet to be proven. 

Senator Harr. We would welcome any suggestions. 

Mr. Novick. I doubt that I have any. 

Senator Harr. You can get a little better handhold on this second 
and last question from me. I sense from your explanation that some 
of the increase in our money spent for research is really just chang- 
ing the accountant’s designation of moneys which traditionally have 
been spent. In light of that, and the change in the value of the dollar, 
do you believe that we are spending more, and, if so, about how much 
more, doing the really basic part I and II research now than we were 
10 years ago? 

Mr. Novick. Dr. Tuve made some very interesting remarks about 
that at the symposium last May. One of his major complaints was 
what he called the “big wheel” and “big deal” aspect of modern 
scientific work. I don’t know that I can quote him accurately, but 
essentially what he said is that one man doing a research job is a 
relatively inexpensive enterprise. 

It is now difficult to get support for that kind of thing. You have 
to have a big project to interest the administrators. This means that 
it is not easy to get support for what one might do for $25,000. So 
we blow it up into something like $250,000, or more probably $2.5 
million and then we can get somebody interested in it. At this junc- 
ture, the scientist who had the idea ceases to be a scientist and instead 
becomes an administrator. Instead of being a scientist he is a big 
wheeler and dealer. 

As a consequence it was implicit in Tuve’s statement that we are 
getting a lot less for 250,000 or 2.5 million than we could have gotten 
for $25,000 10 years ago. Now that plus the other kinds of adjust- 
ments that are involved in the data make the kind of estimate you want 
very, very difficult. In addition, the data are inadequate. 

I did not know this statistical picture was as fragmentary and in- 
adequate as it turned out to be when I started this research. 

Data were not the problem I started out to study. I turned to it 
on discovering the statistics are rather meaningless. To illustrate 
the data problem, let me quote from McGraw-Hill series an article by 
Dexter Keezer and his colleagues: 


All forecasts of R. & D. expenditures must be given in terms of data that 
are admittedly shaky both as to cover and definition. 


Then he goes on— 


The best set of estimates for R. & D. expenditures running back to the year 1945 


is this one, because it is as as we know and (that is the McGraw-Hill series) 
the only set of such estimates. 


This question of “how much” has never really been studied, and 
to the extent that it has been examined, it is done with “best guesses,” 
and this means that when you are done you don’t really know much 
more than you did when you started. 
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Senator Hruska. Is that because of the subjective tests that must 
necessarily be applied in the last part of step III and the first part 
of step IV? 

Mr. Novick. I don’t think so. I think the distinctions between 
steps III and IV are pretty clear. Take step III and the military, 
for example. At that point we have development, test, and evaluation. 
Then the military procure for the inventory. Now it is pretty clear 
that the D.T. & E. is to create an ability. The inventory 1s when you 
acquire the capability. Now that type of situation is pretty general, 
and as indicated in my statement, I think the only reason we have so 
big an activity in step III today is because of military pressure. By 
and large, we are not willing to take big risks, and in science, although 
we assume it pays off, it does not guarantee a payoff. 

Senator Hruska. Was any effort made or have you made any effort 
to apply these principles which you have stated so well in your state- 
ment to any particular industry ? 

Mr. Novick. No. 

Senator Hruska. To find out what their relative expenditures are 
in the four steps which you outline? 

Mr. Novick. Actually Dr. Hutcheson of Westinghouse Electric 
made the best statement I know of. In fact, it was his statement that 
set me off on this tangent. In announcing his $185 million Westing- 
house research budget for 1959 he pointed out that to measure re- 
search spending as a percentage of something is meaningless unless 
the objectives are well defined and the figures broken down in these 
categories. 

And he then broke down his 185 million budget. This is his own 
report to his directors and his stockholders. 

Three and a half million dollars for blue sky research not connected 
in any way with current products. 

Senator Hruska. Was that step I? Is that the brave new world he 
is looking for ? 

Mr. Novicx. That’s right, in fact, even in that, it is not clear that 
he is looking for a brave new world. He is looking for a new world, 
and how much of this is really basic research on which there is no 
assurance of payoff and how much of it is research in which there has 
been an inkling that there may be a payoff is not clear. But in his 
own classification he would at best put $20 million of that into what I 
could call steps I and II, about $30 million into step III, and $135 
million or 80 percent as he termed it, “development to customers or- 
ders for customer tailored equipment,” and that is pretty much my 
step IV. 

Senter Hrousxa. That related to a single company. Do you know 
of any effort made to apply these principles in this classification to 
an entire industry ? 

Mr. Novick. Well, you have the statistics which are put out by the 
National Science Foundation and others. The first report of this 
kind was done by Dr. Bush’s committee, then Dr. Steelman’s commit- 
tee, and we now get out two series, the McGraw-Hill one and a Na- 
tional Science Foundation series. 

Senator Hruska. And to what do they apply? 

Mr. Novick. They try to break things into basic research, applied 
research, development, and so forth. 

Senator Hruska. For what activity ? 
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Mr. Novick. Well, the statistics are fragmentary, for example, 
you can get classifications by industry in terms of food and kindred 
products, chemical and allied products, and so forth. For example, 
the total R. & D. for 1953, which is the only year for which I could 
find this kind of a breakdown, the principal industries doing R. & D. 
were electrical equipment, which is essentially electronics, and aircraft 
and parts, which is primarily the munitions industries. Basic re- 
search for electrical industries was $19 million, for aircraft and parts 
was $18 million. 

In other words, in these 2 cases less than 3 percent of the reported 
R. & D. was going into basic research, and these two industries 
represented over half of the industrial R. & D. reported. When you 
get these numbers and look at them twice, they are awfully hard to 
take. For example, one of the industries doing the largest amount of 
basic research was food and kindred products. Now it is conceivable 
that they do a lot of basic research, but would they be the outstanding 
leaders in this area? And then you find that in another report sev- 
eral years later somebody apparently has called this to their attention, 
and their basic research drops way down. In fact someone has sug- 
gested that the first measure of basic research meant stuff that did not 
come out of the oven up to standard. 

Senator Hruska. Has any effort been made to apply this to the 
pharmaceutical industry ? 

Mr. Novick. You have the chemical and allied products group 
where the drug industry would be. Their total R. & D. for the year 
1953 was reported at $361 million, of which $38 million was basic re- 
search or 10 percent basic research. 

Senator Hruska. And what do you read from when you say that? 

Mr. Novick. National Science Foundation, “Science and Engineer- 
ing in American Industry.” 

Senator Hruska. That is the reference you made a little bit ago, 
and that was in 1943? 

Mr. Novicr. 1953. 

Senator Hruska. And that is the only one that is out. 

Mr. Novick. There is another one for I think 1951, that was done 
by the Harvard Business School, and in that one chemicals and allied 
products—this is related really to per cent of sales instead of distribu- 
tion of the research effort. There chemical and allied products is 
credited with spending half of their money to creating new products 
or processes. ‘This word “new” has very different meanings to dif- 
ferent people. 

A new automobile to Detroit means a compact car or one that has 
big fins or a new kind of paint. Some people say there has not been 
anything new in an automobile in 30 years. 

Senator Hruska. That is the part that I suggested as being sub- 
jective, when you come to classifying. 

Mr. Novick. Right, and all I am suggesting, Senator, is that since 
this is such an important question, that someone should undertake to 
get the guidelines organized a little bit better, so that we just don’t 
point to 60 times as many dollars and say this represents 60 times 
more activity of the same kind. 
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Senator Hruska. There is one other question I have, and a final 
one. On page 13 you refer to most research expenditures being in 
step IV, for a number of reasons, You say: 


There is at that point a reasonable assurance of success since the changes sought 
are small order variations in proven methods, devices, and approaches. 


They may be small order variations but that does not mean that 
they are unimportant, does it ¢ 

Mr. Novick. No. 

Senator Hruska. Even to the larger picture of some of the preced- 
ing steps? 

Mr. Novick. No; I wouldn’t say—I would say they are not unim- 
portant to you and I in terms of what we eat and sleep and drive 
and so forth. 

They have virtually no feedback to creating the brave new world. 

Senator Hruska. Dr. Hench, who himself is a Nobel prize winner 
and a man of some standing, testified before us some time ago stating: 

So in talking about a minor modification from the standpoint of chemistry 
there is really a minor modification that makes all the difference in the world. 


You cannot rationalize these modifications. For example, in due time they made 


a compound called hydrocortisone, and that one simple change made all the 
difference in the world. 


It raises the effect on electrolytes many, many times. There was no reason 
to understand why, but it did, so you would conclude therefore that every 
new cortisone that has that would have that same excessive action. But, no; 
later, without any reasoning, they found that the addition of another factor, 
which is a minor thing canceled out the first affair. 

So that what is minor is a decision after things have been discovered, not 
before. And if we were to ask a pharmaceutical chemist not to bother with 
minor modifications on the drawing board, we might miss some of the most 
amazingly helpful cortisones that would ever be discovered. 


Would that constitute, would that concept constitute a feedback in 
some measure ? 

Mr, Novick. No; I think he is using minor in a scientific sense, not 
minor in a product sense. 

Senator Hruska. So that in addition to defining research, you 
mrss have to define what we mean by minor, and right on down 
the line ? 

Mr. Novick. Right. To a scientist a very serious problem can be 
termed “trivial” if he knows of a number of possible solutions to cer- 
tain aspects of that problem. But that problem may no longer be 
trivial if it is the critical one in the solution or in the principle which 
he is examining. What I describe as minor, I am thinking of changes 
in paints and finishes on refrigerators, new polishes on stainless steel, 
things of that kind, which I think you will find constitutes the bulk 
of our research. 

Senator Hruska. Now, where would you place, in the efforts which 
resulted in the making of a compound called hydrocortisone, in which 
of those steps would you place those efforts ? 

Mr. Novick. I am not a chemist or a druggist, and I have difficulty 
pronouncing most of those names. 

Senator Hruska. I do, too. I think we are both fortunate that this 
is a 1 a one. But you would have no idea of where that would be 
placed ? 

Mr. Novick. It is completely removed from any field I know. 

Senator Hruska. I think you have—I agree with the Chairman— 
you have made a tremendously fine contribution here to give us some 








ADMINISTERED PRICES 10523 


idea of the difficulties of proper classification of efforts which too 
often are glibly passed off as research. Now we may not agree with 
your steps. It may be that the partitions can be moved one way or 
the other, but in general I think you have stated some very fine prin- 
ciples. I join the chairman in thanking you for being with us this 
morning. 

Senator Harr. Mr. Kittrie? 

Mr. Kirrrre. Mr. Novick, have you followed the testimony before 
this subcommittee, weeks and months past ? 

Mr. Novick. My knowledge of it is limited to an occasional head- 
line, a reference in a radio broadcast, and that is about it. 

Mr. Kirrriz. I am impressed with your statement, too. I wonder 
if you could, in just a few selected sentences, tell me what this means 
in terms of the ine industry, or what it may mean? 

Mr. Novick. I don’t think I am capable of that at all. Because of 
the romance of penicillin there is a fair amount of popular material 
available, and there was a very excellent work on it done by a com- 
petent historian. I think that the history is pretty clear and it gives 
a good idea of developments from the observation of a phenomenon, 
the search for understanding of it, the development of a product, then 
the major development in application and marketing. And I think 
this is fairly representative. You can take the history of the shock 
wave, start with theory in 1840 and wind up with dynamite early in 
the 1900’s. If you gave me a set of information in many fields other 
than the drug industry, because I repeat my knowledge of chemistry 
is just not adequate for anything on this order at all, I would be happy 
to look at it. But I just do not know enough about the drug industry. 

Mr. Kirtrrie. So, consequently, what you gave us here today and 
our listening to it should be treated by us as a search for brave new 
world end fitting within stage I rather than within any of the other 
stages ¢ 

Mr. Novick. No; I don’t think that it is so limited. I think what 
I am suggesting is that we must critically examine what we call re- 
search. Unless we do or unless we really find a way—and I am not 
sure we can do it, because the question of how you do this is not at 
all clear—we may not be doing what we want to do. Dr. Kistakowski 
not too long ago pointed out that in many areas we had exhausted 
our knowledge of basic science, that the rate at which we are making 
technological improvements today is spectacular, because we are dredg- 
ing up and amplifying scientific work that was done many years ago. 
And whether we are in fact really doing enough basic work now is 
everybody’s concern. And the real question is how do you get basic 
work done? How do you invent Einsteins and Fermis and Tellers? 

Mr. Kirrrre. Thank you very much. 

Senator Hart. Mr. Dixon? 

Mr. Dixon. That is all. 

Senator Harr. Again our thanks to you, Mr. Novick. 

We will stand adjourned until Wednesday of next week at 10 a.m.. 
when we will hear Dr. Austin Smith, president of the Pharmaceutical 
Manufacturers Association.* 

(Whereupon, at 12 o’clock noon, the committee recessed, to recon- 
vene at 10 a.m., Wednesday, April 20, 1960.) 


*Dr. Smith’s testimony appears in pt. 19. 
35621 O—60—pt. 1819 
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EXHIBIT 235 
[From the New England Journal of Medicine, Aug. 28, 1958] 
DruGc MrxTuREs* 


Claude E. Forkner, M.D.,? New York City 


Much of the success in modern treatment of disease resides in advances in 
chemistry, physiology, and pharmacology. This has resulted in the isolation 
of many chemical and biologic substances that have specific and sometimes pow- 
erful effects. 

For example, 20 years ago there was one sulfonamide available to the medical 
profession—namely, sulfanilamide. Today, according to the sixth edition of 
the “Modern Drug Encyclopedia,” 200 different products are listed as sulfonamide 
preparations. Many of these contain one or more of the sulfonamides in com- 
bination with other drugs, often without any indication in the name of what is 
actually in the drug. For example, few people would guess that Eskadiamer is 
a combination of two, Neotrizine a combination of three, Ray-Tri-Mides a com- 
bination of three and Terfonyl a combination of three sulfonamides, Powdalator 
is a combination of penicillin G and sulfanilamide, and Thizodrin is a combina- 
tion of three drugs, one of which is sulfathiazole. 

I suspect that few physicians use more than three or four of the sulfonamides 
and that they would like them to be marketed under standardized names rather 
than under a series of arbitrary combinations of letters making meaningless and 
nonexistent words that add nothing but confusion, add greatly to the cost of 
medical care, and promote serious errors in treatment. 

Who is it that wants all this nonsense on the market? Is it the doctors? No. 
Is it the patients? No. Is it the drugstores? No. Is it the hospitals? No. 

A couple of decades ago only a handful of antispasmodics were available, and 
only two or three of these were very useful. Today over 200 differently named 
products are on the market. A few examples are Alubelap, containing a mixture 
of aluminum hydroxide gel, phenobarbital, and belladonna; Amesec, containing 
aminophylline, ephedrine hydrochloride, and amobarbital; Altralose, containing 
homatropine methylbromide, phenobarbital, and methylcellulose; Bunesia, con- 
taining homatropine methylbromide, butabarbital, and magnesium hydroxide; 
and Kolantyl, containing five drugs, none of which have any relation to the 
name of the product. 

I have no doubt that physicians would rather use a few drugs of known com- 
position sold under their own names, such as belladona, phenobarbital, ami- 
nophylline, curare, and atropine, to 200 different combinations of products sold 
under names that have little or no relation to the chemical compositions of the 
drugs. 

A few years ago one had available 3 or 4 good antihistaminics, which are as 
useful today as any of the 130 marketed products, which for the most part contain 
a variety of mixtures with which physicians cannot hope to become familiar. 

There are today over 100 antacid compounds on the market for sale in drug- 
stores, most of which contain combinations of drugs. One of these drugs picked 
at random is called X. It contains magnesium carbonate, calcium carbonate, 
colloidal kaolin, tricalcium phosphate, sodium bicarbonate, bismuth subcarbon- 
ate, papain and diastase. I do not believe that any good gastroenterologist, any 


1 Presented at the convention of the American Medical Association, New York City, 
June 4, 1957. 


2? Professor of clinical medicine, Cornell University Medical College; attending physician, 
New York Hospital. 
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good internist or any good scientist would find use for such a drug. It is like the 
medieval prescriptions written hundreds of years ago. Such concoctions, of 
which there are hundreds in drugstores, should have no place in modern therapy. 

Fifteen years ago there were only two or three antibiotics. Today. a dozen or 
slightly more have been shown to be of special value, and more than 270 different 
preparations are on the market, many of which are combinations and duplica- 
tions. 

A few decades ago, before medicine became as precise and scientific as it is 
today, doctors’ prescriptions often consisted of six, eight or more ingredients, 
many of which were more or less inert. 8he prescriptions were written in 
Latin, and the mystery of the ingredients constituted part of their virtue. Grad- 
ually, most of this sort of unscientific and meaningless procedure was abandoned : 
professors of medicine and pharmacology taught students to use simple drugs, 
for precise reasons and for definite periods. Gradually. with the intense de- 
velopment of chemotherapy, of antibiotic therapy, of antihistaminic therapy, of 
endocrinologic therapy and of vitamin therapy there has been a mushrooming of 
drug manufacturers who are in desperate competition. The commercialistic 
factor has crept into therapeutics to such an extent that physicians everywhere 
are confused and misled by the literally thousands of drugs increasing in number 
daily. Dozens of expensive commercial brochures, sample drugs and elegant 
prenarations reach one’s office daily and are promptly disposed of in the waste- 
basket. Many of these modern preparations are mixtures of drugs, some of 
which are dangerous, some of which are useless, and most of which would be 
more intelligently given as separate drugs rather than in a shotgun capsule. 

There are today over 300 preparations on the American market listed as hema- 
tinics designed to increase the red-cell count and hemoglobin. This. of course, is 
ridiculous. It is well known to every hematologist that no more than 8 or 10 use- 
ful drugs are necessary to treat anemia. For the vast majority of cases only one 
of two or three drugs is necessary or desirable. 

Shotgun therapy with multiple drugs usually is unscientific, often means that 
the doctor does not know what he is doing, invariably is more expensive for the 
patient, and not infrequently results in tragedy both for the patient and for 
the doctor. An example of such shotgun therapy is the use of drugs containing 
vitamins, including B: and folic acid, along with iron, thereby masking bleed- 
ing from an otherwise asymptomatic neoplasm until the tumor has become in- 
curable. Many students believe that folic acid administered to patients with 
pernicious anemia may precipitate an acute and serious exacerbation of neuro- 
logic symptoms. 

There are about 450 vitamin preparations currently on the market. Many of 
these are so-called fortified vitamins.e In addition to this, milk, bread, fruit 
juices, and other foods are today fortified with vitamins. Many of the prepara- 
tions contain a dozen or more items, including copper, iron, cobalt, iodine, phos- 
phorus, calcium, manganese, molybdenum, and zinc, in addition to 8 or 10 
vitamins. 

Every year I am told that Americans buy over the drugstore counters about 
$250 million worth of vitamins. It is safe to say that at least $240 million of this 
is wasted. No reason whatever exists for the taking of vitamins by any healthy 
adult American on an adequate diet. There is good reason often for correcting 
the diet of people who have faulty eating habits. The giving of vitamins in no 
sense is a substitute for a faulty diet in an otherwise normal person. Vitamin 
Bi is being pumped into people by the gallons all over the country by doctors 
who are not aware of the fact that vitamin B, is of no value whatever except 
in one group of rare diseases, the macrocytic anemias. 

My plea is merely the restatement of a very old and sound principle: No medi- 
cine, and that includes vitamins, should be prescribed unless there is a good rea- 
son for doing so. When drug mixtures are prescribed, one should remember 
that one is getting into dangerous territory. 

Fifty years ago there were over 300 medical schools in this country. A study 
was made. More than 200 of these schools were found to be poor and were 
forced to close. The American Medical Association did much to promote that 
improvement in medical education. Today many thousands of useless drug and 
vitamin preparations exist, thousands being duplicates under misleading names. 
Doctors, patients, the proprietors of legitimate drugstores, the people generally, 
and hospitals deplore this situation. Exploitation of the public by the existence 
of such a situation constitutes an important item in the high cost of medical care. 
Who is going to devise a remedy for this insidious disease? 
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ExHIsIT 236 


ForM I. COMPARATIVE STATEMENT OF INCOME AND EXPENSES 


CHAS. PFIZER & CO., INC., & SUBSIDIARIES 
(Company name) 


(Name(s) of subsidiaries or divisions (or portions thereof) included in cols. 1-3) 


Year ending December 31, or fiscal year ending 


[Figures to nearest thousand] 





1. Net sales 


Cost of goods sold: 
Finished goods opening inventory 
. Purchases for resale _ - 
. Production costs 


Total goods available (total of lines 2, 3 & 4) 


. Less finished goods closing inventory 
Cost =s sold (line 5 less line 6) 
. Gross profit on sales (line 1 less line 7) 


Selling, general and administrative expenses: 
Salesmen‘s and detailmen’s compensation and 
expens 
Other selling expenses 
Advertising and promotion: 
lin ccvasc_puunaesoacbn saci hies aaiiieitarhinas ote 
Direct mail 
Periodicals (including journals) 


COO CIO 5 <0 cteiese de 3 t5gnseecesees-- 


Total selling, advertising and promotion. 
Research and development expenses: 
Chargeable directly to products or lines - 
Other research _ - 
Administrative expenses. 
Expense for royalties and licenses to domestic 
recipients 
Expense for royalties and licenses to foreign 


SES oo an ternch sek enetaerneahnhonnrah ae 


* Other expenses (identify major items) - - 


Total selling, general and administrative ex- 
penses (total of lines 9 through 22) 


. Net operating _—_ before income from royalties 


and licenses (line 8 less line 23). 


. Income fromroyalties and licenses—Domesticsources.| - - - - - 


. Income from royalties and licenses— Foreign sources 


. Net operating income (line 24 plus lines 25 and 26) 
. Other deductions, net (list significant items) - - 


. Net income before Federal and foreign income taxes 
(line 27 plus or minus line 28) 
. Federal and foreign income taxes. - 


. Net income after taxes (line 29 less line 30) 





Drug operations Consoli- 


bb iat Ri ae se el ei oo le lead dated 


corporate 
Allocated Total total 


(1) (3) (4) 


Thousands | Thousands | Thousands | Thousands 
$211, 590 $222, 726 


39, 049 
7, 547 
96, 873 


143, 469 


41,050 
102, 419 
120, 307 


22, 397 
15, 472 


6, 064 
1, 760 
6, 276 


Scag Canale cet ediee j 8, 666 


57, 612 60, 644 
10, 497 
10,179 | ‘10, 


2, 672 
1, 728 
38, 801 
1, 986 


36, 865 
12, 900 


23, 965 
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ExHIBIT 237 


CURRICULUM VITAE, MARTIN AMBROSE SEIDELL, M.D. 


Born at Chadron, Nebr., November 27, 1921. 

Descent (lineage) : Irish-German-Scotch-Dutch. 

Religion: Roman Catholic. 

Parents and three brothers all college educated. 

Married October 18, 1947, to Rose Mary Rafferty (St. Mary’s College, Notre 
Dame, Ind.). 

One child, Kathleen Ann, born November 15, 1948. 


Height: 5 feet 914 inches. 175 pounds. Brown hair; blue eyes; fair com- 
plexion. 


Academic honors: 

1. Scholarship awarded on basis competitive written exams to the Creigh- 
ton University High School, 1935. 

2. Phi Eta Sigma, 1941 (highest 10 percent freshman males). 

8. Phi Kappa Phi, 1948 (highest 3 percent entire class—elected as junior). 

4. Sigma Xi (National Science Honorary). 

Social fraternity: Phi Gamma Delta at Purdue University. 

Activities honoraries: Blue Key (national senior man’s college activities hon- 
orary), 1943, president. 

Professional fraternities: Nu Sigma Nu. President of Beta Eta Chapter at 
Indiana University School of Medicine as senior, 1945. 

Academic degrees: A.B., Butler University, 1944; M.D., April 26, 1946, Indiana 
University School of Medicine. 

Internships (rotating) St. Vincent’s Hospital, Indianapolis, Ind. 14 months, 
April 1, 1946-June 30, 1947. 

Service (Armed Forces) : A/S, USNR, V-12. October 1943—December 30, 1945 
(27 months). Lieutenant (junior grade), MCR, USNR July 10, 1947—June 5, 
1949 (24 months). Honorable discharge October 1955. Category IV. 

Residencies (approved) : 

1. Assistant medical resident at USN Hospital, San Diego, 14 months to June 
5, 1949. 

2. Neurology resident at Indiana Methodist Hospital (Indianapolis), 12 months 
to July 1, 1950. 

8. Internal medical resident ibid. 12 months to July 1, 1951. 

Preceptorship: 6 months to John Eric Dalton, M.D. in Dermatology—registered 
as approved preceptorship with American Board of Dermatology October 1, 
1951 to April 1, 1952. 

Fellowships: ® 

1. Indianapolis General Hospital, 6 months. Research in skin and cancer 
foundation. 

2. Mayo Foundation as fellow in internal medicine: 

(a) Harrell Section, 6 months general diagnosis and infectious diseases. 

(b) Hematology and emergency service at St. Mary’s Hospital. Drs. 
Heck, Stickney, Stroebel, Hagedorn, Campbell. 

(c) Cardio-vascular-renal at Worrall, Laboratory (ECOG), and Clinic. 
Drs. Odel, Burchell, Pruitt, Daugherty, Parkin. 

(d) Gastroenterology at St. Mary’s Hospital. Drs. Weir, Butt, Cain, 
Wollaeger. 

(e) Metabolic services at St. Mary’s, Colonial (Methodist), Warrall Hos- 
pitals. Drs. Sprague, Rynearson, Balfour, Black, Salassa. 

General Practice: “Locum tenens” for Clarke McClure, M.D., at Knox, Ind., 
1950 ; for Matthew Cornachionne, M.D. (Indianapolis) , 1951. 

Professional honors: 1956 Mississippi Valley Medical Association essay winner. 

Professional memberships: New York County Medical Society: New York 
State Medical Society, AMA; Mayo Alumni Association; Association Medical 
Directors ; American Medical Writer’s Association. 

Scientific societies: The New York Academy of Sciences; American Associa- 
tion Advanced Science. 

Subspecialty memberships: The American Diabetes Association. 

Specialty board certification: American Board of Internal Medicine, part I. 


passed 1954; part II, eligible. American Society Internal Medicine (elected 
in Illinois, 1957). 
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Subspecialty experience : 

1. Neurology, Carle Clinic consultant since October 1953 (neurosurgeon at 
Carle Clinic: Frank Russ, M.D., M.S., F.A.C.S8.). 

2. Dermatology-substitute consultant at Carle Clinic in the absence of 
William Didcoct, certified dermatologist. 

Specialty experience: Staff internal medicine department at Carle Clinic and 
Carle Memorial Hospital, as well as University of Illinois. McKinley Memorial 
Hospital since October 1953. 

Professional licensures : 

Indiana : No. 14989, July 9, 1946. 

California : No. C-12554, January 11, 1950. 
Minnesota : Basic science, No. 11740, May 12, 1952. 
Minnesota : No. E 12470, July 18, 1952. 

Illinois ;: No. 32053, July 23, 1953. 

Florida : No. 8655, November 1957. 

New York: No. 80681, April 1958. 

Bibliography : 

1. Dalton, J. E., and Seidell, M.A.: Studies on Lichen Myxedematosis (Popular 
mucinosis), A.M.A. Arch Dermat. and Syph. 67: 194-209, February 1953. Read 
72d Annual Meeting A. Derm. A. at Colorado Springs, April 23, 1952. 

2. Seidell, M. A.: Fluid Balance “Vertigo,” Selected Papers of the Carle Hos- 
pital Clinic and Foundation, 8, No. 2: 48-60, September 1955. 

8. Seidell, M. A.: A Medic’s Prayer, ibid. 9, No. 1: 48, March 1956. 

4. Seidell, Martin A.: A Compendium for Fluid and Electrolyte Management 
with Ordinary or Extraordinary Laboratory Facilities, Mississippi Valley Medi- 
cal Journal. 79, No. 1: 95-101, January 1957. Presented at the 13th Annual 
Meeting Mississippi Valley Medical Society, Chicago, September 28, 1956. Win- 
ning Essay, 1956 Mississippi Valley Medical Society Bssay Contest. 

Forensic: Deputy county coroner—Marion County (Indianapolis, Ind.), 1951. 

Management: Graduate of American Management Association general man- 
agement course certificate, dated June 13, 1958. 

Industrial: 

Medical Director, J.B. Roerig & Co., division of Chas. Pfizer & Co., Inc., July 
15, 1957, to July 31, 1959. Resignation. 

Associate Medical Director and head clinical pharmacology, Riker Laboratory, 
Northridge, Calif., August 17, 1959. 

Consultant VA Hospital (Sepulveda, medical research since October 1959). 


EXHIBIT 238 
[From J. Mich. Ac. G.P., July 1959—editorial page] 
MEDICAL DIRECTORS 


In the rigorous hierarchy of management of the ethical research pharma- 
ceutical houses, the medical director occupies a position of the greatest im- 
portance. Among the long successful ethical pharmaceutical companies, his 
position is exceptional since his activities cut across all departments, and his 
salutary influence is felt in every activity engaged in by his firm. 

The medical director is the conscience of his company. Everything from the 
instructions given to the professional service representative on how to detail 
products; the literature placed in the trade package; the format as well as 
contents of both medical journal advertising and direct mail; liaison with and 
participation in medical society programs of postgraduate education, to the final 
formation of the most desirable corporate picture of his company, all are in 
his province. 

Other facets of his multiple duties involve firsthand liaison with basic research 
in pharmacology, investigations in the fields of both organic and inorganic chem- 
istry, clinical research on both animals and humans, along with clinical investi- 
gations in institutions and clinics, as well as in the offices of private physicians. 

It is his unique function to serve as a bridge over the chasm that divides the 
pharmaceutical manufacturer and the practicing physician in the pursuit of 
their common goal—better medical care for the American public. Being able 
to understand both sides because of his medical background, it is through him 
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that communication and the resolving of differences of opinion are accomplished. 
Thus, the potent forces of the medical profession and the pharmaceutical manu- 
facturer are harmoniously directed. It is his intuitive reactions that convert 
improper exploitation into more effective ethical medical promotion. 

It has been my inestimable privilege to intimately know and enjoy the friend- 
ship of many of the medical directors of our leading ethical research pharma- 
ceutical houses. Without exception, they are gentlemen and scholars. Their 
sympathic support and practical participation has contributed greatly to post- 
graduate medical education, especially for the generalist. 

All the time, energy, wealth, and genius poured into the creation of a new 
therapeutic agent will fail to achieve the ultimate potential unless the name of 
the product springs to mind at that magic moment when prescribing physician 
puts pen to prescription pad. Here indeed is the ‘moment of truth.” 

The products most frequently prescribed are those of ethical research pharma- 
ceutical houses that consult and heed the advice of their medical director. 


F. P. Rxoades, M.D. 


Exursit 239 
PHARMACEUTICAL MANUFACTURERS ASSOCIATION 
STATEMENT OF PRINCIPLES OF ETHICAL DRUG PRODUCTION 


(Passed by PMA Board of Directors on May 24, 1958) 


We, members of the Pharmaceutical Manufacturers Association, recognizing 
our responsibilities and obligations to promote the public welfare and to main- 
tain honorable, fair, and friendly relations with the medical profession, with 
associated sciences, and with the public, do pledge ourselves to the following 
statement of principles: 

1. Prompt, complete, conservative, and accurate information concerning thera- 
peutic agents shall be made available to the medical profession. 

2. Any statement involved in product promotional communications must be 
supported by adequate and acceptable scientific evidence. Claims must not be 
stronger than such evidence warrants. Every effort must be made to avoid 
ambiguity and implied endorsements. Whenever market, statistical, or back- 
ground information or references to unpublished literature or observations are 
used in promotional literature, the source must be available to the physician 
upon request. 

8. Quotations from the medical literature or from the personal communica- 
tions of clinical investigators in promotional communications must not change 
or distort the true meaning of the author. 

4. If it is necessary to include comparisons of drugs in promotional com- 
munications, such comparisons must be used only v/hen they are constructive to 
the physician and made on a sound professional and factual basis. Trademarks 
are private property that can be used legally only by or with the consent of 
owners of trademarks. 

5. The release to the lay public of information on the clinical use of a new 
drug or to a new use of an established drug prior to adequate clinical acceptance 
and presentation to the medical profession is not in the best interests of the 
medical profession or the layman. 

6. All medical claims and assertions contained in promotional communications 
should have medical review prior to their release. 

7. Any violation of these principles brought to the attention of the president 


of the Pharmaceutical Manufacturers Association shall be referred by him to 
the board of directors. . 


PAC Cope or ADVERTISING ETHICS 


The Pharmaceutical Advertising Club, Inc., recently adopted the code fur- 
nished below. 

“As an organization devoted to the betterment of pharmaceutical advertising 
and marketing, we set forth: these principles as a guide for ourselves and for 
those who share our objectives. 
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“We recognize that ethical business conduct is dependent upon conscience, 
faith, trust, and integrity, and we believe that pharmaceuticals must be pro- 
moted with the highest degree of ethics; 

“We believe that accurate and adequate information concerning the use of 
pharmaceuticals is essential to those who are entrusted with the health and 
well-being of our people, and that the dissemination of factual information is a 
trust and obligation of the pharmaceutical industry as a whole, and of the indi- 
vidual firms of which it is comprised ; 

“Further, we believe that pharmaceutical advertising should provide, without 
bias, all the information necessary for the proper use of products marketed by 
the pharmaceutical manufacturer ; 

“Therefore, it shall be the constant endeavor of the Pharmaceutical Advertis- 
ing Club to uphold these principles among its membership, and by precept and 
example to influence and guide toward the same end, all those actively engaged 
in the promotion of pharmaceuticals.” 


Exuistr 240 
{From the Saturday Review, Sept. 5, 1959] 
RESEARCH IN AMERIOA: THE CASE OF THE SUBSTITUTED Druae 


This is the fourth SR/Research report on drugs that affect the health of the 
American people, and of the sometimes strange ways in which those medications 
reach the drugstores. It is a report of a deliberate abuse of a people’s confi- 
dence. It raises a question of whether the medical profession’s ability to pro- 
tect its members and their patients from exploitation is in jeopardy. It casts a 
penumbra of bewilderment around the purposes of drug advertising. 

This fourth report attempts to throw light into areas not illuminated by the 
SR reports of January, February, and March 1959. But it is closely related to 
those earlier studies and is indeed a consequence of them. The Science Editor 
will therefore begin by tracing the line of inquiry from its roots in the past. 

The first three SR reports brought into open public discussion for the first time 
a topic that had been privately engaging the best minds in American medicine 

‘for many months prior: the swiftly mounting danger of overuse of antibiotics. 
In those reports, the Science Editor strove to correct the frighteningly popular, 
mistaken belief that antibiotics, truly wondrous nemeses of the historic plagues 
of man, are equally magical against common virus infections like head and chest 
colds. He weighed experimental evidence for and against the effectiveness of 
combination drugs in legitimate antibiotic therapy, and, with a few exceptions, 
found the negative argumént persuasive. He described the controversial role 
of two medical journals, “Antibiotics and Chemotherapy” and “Antibiotic Medi- 
cine and Clinical Therapy,” edited by Dr. Henry Welch, Director of the Anti- 
biotics Division of the U.S. Food and Drug Administration. He questioned 
whether there was not a conflict of interest between Dr. Welch’s being paid 
for editing these two journals and as editor advocating combination drugs, 
and Dr. Welch’s official responsibility for regulating sales of antibiotics to phy- 
sicians. He invited congressional attention to purported financal ties between 
medical journals and advertising agencies which specialize in promoting drugs 
advertised in the journals. He extended the invitation to include examination of 
interlocking ownership among drug journals and drug ad agencies and experi- 
mental laboratories and drug houses. 

The Science Editor has already explained his concentration on the advertising 
problem. It is a reflection of the drug consumer’s helplessness to judge the 
worth of medicines obtained through prescriptions at drugstores. If a doctor is 
misled by a drug ad, the patient is the real victim. 

That doctors are being duped by ads is one of the theses of the SR reports. 
As an example, SR published in January a description of a particular ad dis- 
tributed by Chas. Pfizer & Co., Inc. The drug advertised was an antibiotic 
combination tradenamed Sigmamycin. The ad carried reproductions of what 
seemed to be the professional cards of eight physicians. Hach reproduction 
bore a name, an address, a telephone number, and a designation of medical 
specialty. When the Science Editor tried to reach the named doctors by letter, 
telegram, and telephone, he learned that none of the eight men exists. 
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After these facts appeared in SR, the Federal Trade Commission issued 4 
formal complaint charging Pfizer with misleading advertising of Sigmamycin. 
Publicly, Pfizer president John McKeen protested his company’s innocence, al- 
though the firm has been negotiating with the FTC on a consent decree. 

At SR press time, the consent decree on the Sigmamycin ad, if agreed to, re- 
mains to be announced. Meanwhile, the Science Editor has come upon another 
serious drug advertising episode which has convinced him that drug ads of all 
kinds—not just antibiotics ads—should be scrutinized by Congress in the inter- 
est of the people’s health. 

This new incident has to do with J. B. Roerig & Co., a subsidiary and one of 
the two domestic ethical drug divisions of Pfizer. The advertisement in this 
case proclaims the merits of Enarax, a new treatment for spasm of the digestive 
tract. Intestinal spasm can lead to ulcers and cancer. 

Enarax is a combination of two other drugs, one of which (oxyphencyclimine, 
marketed under the trade name Daricon) affects the intestine directly while 
the other (a tranquilizer named Atarax) acts simultaneously on the central 
nervous system. In theory, the combination of drugs in Enarax blocks the 
spasm physically and emotionally at the same time. Whether Enarax actually 
accomplishes this mission, or accomplishes it any more efficiently than either 
oxyphencyclimine or Atarax or both of them together is not at issue here. All 
that is under discussion in the paragraphs which follow is the burden imposed 
on doctors by the advertising of the drugs. 

Two ads for Enarax are reproduced in this issue of SR. 

The Science Editor discovered the first ad last May. At that time it had been 
in circulation among doctors for 2 months. It was a flamboyant red-and-white 
striped cardboard folder cut in the shape of a sentry box 1 foot high (see 
illustration at the SR/Research masthead on p. 45). The shakoed guard stand- 
ing rigidly on post, in a brass-buttoned, white-belted, medal-bedangled scarlet 
tunic at the arched entrance to the sentry box on the folder’s cover, would have 
caught the fancy of any toy-loving child. Why it should appeal to a serious 
physician as an appropriate introduction for a new treatment applicable to 
= critical ailments as duodenal ulcer is incomprehensible to the Science 

ditor. 

The contents of the pages of the ad that were folded behind the guardhouse 
door left the unmistakable impression that Enarax had been in clinical use 
with human patients for more than a year, that at least 512 persons had been 
treated with it, and that in 448 of those cases the treatment had been successful. 

Now Enarax had not been in use for a year when this ad was mailed out.. 
It had not been in use for even half a year. And the experimental studies cited 
in fine print on the back of the folder, above the slogan “Science for the World's 
Well Being,” did not bear out the claims made inside the folder for 512 cases 
of Enarax therapy. The Science Editor took his wonderment about this to the 
Federal Trade Commission in May and suggested an investigation. 

By then doctors had received five different variations of the ad, during the 
months of March and April. 

During the month of May, the month in which the Science Editor called upon 
the FTC, the second ad for Enarax (opposite page) reached offices of physicians. 
It shows that there actually were, at the time of writing of the second ad, only 
150 successful trials of Enarax in a total of 156 cases. Successful treatment of 
501 other patients is mentioned but that treatment had been given with another 
drug, one of the Enarax components, Daricon (oxyphencyclimine). 

This new ad did not say a mistake had been made in the first ad. Nor did 
it offer any explanation of why results of treatment with one drug were being 
given as a testimonial for another drug. 

The FTC opened an investigation of the first ad on June 3. The Science 
Editor does not have access to whatever the FTC agents have turned up in their 
search. But he has put togther his own behind-the-scenes account of how one 
modern drug got .onto the public market: 

December 9, 1957.—Creation of a new drug Enarax, through union of oxyphen- 
cyclimine and Atarax, two drugs then existing separately, was proposed to 
Roerig by its medical director, Dr. Martin A. Seidell, an alumnus of the Mayo 
Clinic in Rochester, Minn. 

November 1, 1958.—Tests of Enarax on human patients began. 

December 9, 1958.—Offering in evidence 1 month’s experience with 42 patients, 
Roerig asked the U.S. Food and Drug Administration to approve Enarax as a 
safe and effective treatment for digestive tract spasm. Food and Drug Admin- 
istration complied. 
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To laymen (and to especially cautious medical researchers) the number of 
cases required for this drug license will seem shockingly small. But this kind of 
limited testing is fairly common practice for Food and Drug Administration, in 
instances where a new drug combines drugs already on the market individually. 

December 14, 1958.—In preparation for a type of concentrated selling which 
the Roerig management calls a blitz, a form was drawn up on which physicians 
who treated patients with Enarax could merely fill in blank spaces to indicate the 
patients’ reaction to the drug. The Enarax blitz was scheduled to explode in 
Dallas, Tex., in March 1959. 

December 1958 or January 1959.—The Roerig medical department was exhorted 
to provide 200 to 250 successful cases of human use of Enarax before the Dallas 
meeting in order to impress Texas doctors with the popularity of the new drug. 

January 1959.—Roerig’s medical department was asked to approve an ad for 
Enarax written for distribution in support of the March blitz in Dallas. This 
was the first Enarax ad, the one claiming 512 cases in more than a year of experi- 
ence. Knowing the real number of Enarax cases. was nowhere near 512, the 
department head, Dr. Seidell, objected. The knowing substitution of Daricon 
(oxyphencyclimine) cases for Enarax cases could have only one interpretation : 
the Roerig management had authorized a misleading ad. 

January 21, 1959.—The Roerig medical department advised Roerig manage- 
ment in a memo: “Obviously,,we cannot use Daricon (oxyphencyclimine) data 
and assume that it would be the same as Enarax data.” The memo said further 
that even the 200-250 Enarax cases requested for Dallas would be difficult to 
produce because supplies of the new drug had been lacking since October. 

February 1959.—The Roerig medical department’s protests against the false 
data in the Enarax ad were carried into the regular joint meeting of Pfizer’s 
medical directors and the absence of Pfizer policy regarding advertising clear- 
ance was made a part of the minutes. 

February 19, 1959.—Mr. McKeen, president of Roerig’s parent, Chas. Pfizer & 
Co., Inc., was advised of detailed planning for the Dallas blitz. One of the 
gimmicks he was told would be employed by Roerig salesmen was a cardboard 
representation of the human stomach. Seventy-five thousand copies of these 
cutouts had been acquired at a cost of 58 cents each—a total promotional expense 
of $42,000, which of course would be part of the ultimate price of the drug—in 
order that physicians might show their patients how Enarax works. This 
device was reminiscent of oldtime medicine show techniques, practiced at the 
tailboard of a horsedrawn wagon. But Roerig management estimated that with 
its help $1,300,000 worth of Enarax would be sold in the first year after the blitz— 
$1 million worth in 9 months of 1959. 

March 9-12, 1959.—The “blitz” took place on schedule in Dallas. Although 
principle No. 6 of the ethical code of the Pharmaceutical Manufacturers Associa- 
tion says that “all medical claims and assertions contained in promotional com- 
munications should have medical review prior to their release,” the ad reviewed 
by and objected to by Roerig’s medical department (the one claiming 512 cases 
in more than a year’s time) was unchanged. It was mailed to physicians in 
Dallas as part of the “blitzing.” After making their sales pitch on the record of 
the substituted drug, Roerig salesmen offered a free sample package of Enarax 
to every physician they met, asking in return the doctor’s agreement to fill in 
the blank spaces on a Roerig report form for each of three cases in which 
Enarax was prescribed. The salesmen were authorized to tell the doctors that 
the Dallas Medical Society would receive a dollar for every three report forms 
that Roerig would collect. 

March 1959.—A peculiar dichotomy was discernible in the ads for Enarax 
which eight medical journals published this month. In four of the eight 
(Archives of Internal Medicine, American Journal of Gastroenterology. Annals 
of Internal Medicine, Postgraduate Medicine), this phrasing occurred: “Enarax 
combines a new long-acting anticholinergic (antisecretory-antispasmodic) with 
the proven antisecretory-tranquilizer (Atarax) to relieve pain, spasm, hypera- 
cidity, and disease-induced tension. Just two tablets daily proved clinically 
effective in 428 out of 490 patients with a wide variety of gastrointestinal dis- 
orders.” In four other journals (Gastroenterology, Modern Medicine, American 
Journal of Medicine, Journal of the American Medical Association) one sentence 
was changed slightly to make the statement read: “Enarax combines a new long- 
acting anticholinergic (antisecretory-antispasmodic) with the proven antisecre- 
tory-tranquilizer (Atarax) to relieve pain, spasm, hyperacidity, and disease-in- 
duced tension. With this unique anticholinergic, just two tablets daily proved 
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clinically effective in 428 out of 490 patients with a wide variety of gastroin- 
testinal disorders.” 

Only a skilled eye would catch and comprehend the difference between the 
two sets of words. “With this unique anticholinergic” is the key phrase. What 
is this “unique anticholinergic?” It is not Enarax, because the ad’s readers are 
told Enarax combines it with Attarax. Through a process of elimination, the 
reader can discover that the drug with the real experience record is Daricon 
(oxyphencyclimine). But any literate ad writer who wanted the identification 
to be clear would have written: “Just two tablets of this unique anticholinergic 
proved clinically effective, etc.” It can only be inferred that clarity was not 
intended. 

Had the obliquely qualifying phrase, “with this unique anticholinergic,” been 
inserted at the last moment by the Roerig sales and advertising people because 
of the persistent compiaining of the Roerig medical department and in the be- 
lief that those four words would constitute technical evidence of intent to iden- 
tify oxyphencyclimine to technicality-conscious medical journal editors? What- 
ever the answer to that question may be, the Roerig management was not suffi- 
ciently disturbed to eliminate the misleading quality of the ad as a whole. The 
vast majority of readers of the ad would not be editors on the lookout for ob- 
scurities but ordinary physicians rapidly scanning for information helpful to 
patients who trust their judgment. And the ad still featured the name Enarax 
in considerably larger type than the names of either of the component drugs. 
furthermore, even the equivocal words were missing from the ad as it appeared 
in four of the journals. Granted a pair of very sharp eyes and a suspicious mind. 
an individual doctor still would be at the mercy of whatever chance prompted 
him to read one journal rather than another journal. 

March 19, 1959.—Rocring officials received the first preprints of the first re- 
port to be published in the professional literature on a controlled clinical experi- 
ment with Enarax in human patients. The journal was Clinical Medicine. 
Signed by Dr. Bert Leming, Jr., of Memphis, Tenn., the study covered 108 cases. 


March 1959.—In contrast to the apparent contempt for physicians’ intelligence . 


and integrity displayed by the ads distributed in the Dallas “blitz” and published 
in the eight medical journals. Roerig introduced Enarax to druggists with quiet 
dignity. Ads placed in the American Professional Pharmacologist, Chain Store 
Age, Drug Topics, NARD Journal, Wholesale Drug Salesmen, Journal of the 
American Pharmacology Association, and nine regional drug publications ad- 
vanced no claims whatever for the drug’s popularity, offered no specific number 
of test cases to impress the redder. There was only the honest obser vation that 
the oxphencyclimine component of Enarax—not Enarax itself—hed proven 
clinically effective “in about 80 percent of patients tested.” From the viewpoint 
of the patient’s welfare, the care taken with the ad for the druggists was wasted. 
Druggists cannot legally sell Enarax except on a doctor’s prescription, and the 
doctors already had read the misleading ad. 

May 1959.—A revised version of the Enarax ad was published, separating the 
oxyphencyelimine (Daricon) results from the Enarax results. This ad (p. 47) 
reduced the claims for Enarax to only 150 successful trials. 

June 3, 1599.—The FTC opened investigation of the ad that claimed successful 
use of Enarax in 448 of 512 patients. Advertisements of both of the two domestic 
ethical drug divisions of Pfizer were now under fire (Chas. Pfizer in the Sig- 
mamycin case and J. B. Roerig in the Hnarag case), and the nature of overall 
Pfizer advertising policy was in question. 

Jume 19, 1959.—A Roerig management memo to the Roerig medical department 
said that “in view of the difficulties in which we find ourselves in regard to 
Enarax” the medical department would be held responsible for preventing intro- 
duction of misleading data into ads. This cynical document, issued 2 weeks after 
FTC’s second inquiry into Pfizer advertising in less than 6 months, contained no 
acknowledgment of the attempts of the medical department to prevent the very 
difficulties mentioned in the memo. 

June 1959.—Roerig medical research men were urged to produce “500 or more” 
successful cases of Enarax treatment “in preparation for the big sales push on 
Enarax in the fall.” If successful, this new “blitz” would finally provide the 
number of cases claimed in the original ad. 

July 31, 1959.—Dr. Seidell resigned as medical director of Roerig. Learning 
of his action via the drug industry grapevine, the science editor asked and was 
granted an interview. Dr. Seidell confirmed his resignation but at first de 
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murred against discussing it for publication. He said he had explained his 
decision in a letter to the Pharmaceutical Manufacturers Association, which has 
a code of ethics for dealing with such matters if circumstances seem to warrant. 
When he was reminded that his action could be interpreted in any one of several 
ways, vis-a-vis the false Enarax ad, he conceded that the Dnarax ad and earlier 
episodes of a similar nature had caused him to fear for his reputtion. He had 
been thinking of leaving the firm, and felt he had to resign after a fellow physi- 
cian, Dr. Michael Carlozzi, chief of clinical medicine for the whole Pfizer opera- 
tion, resigned. Told he was being recommended for the Carlozzi post, Dr. Seidell 
said he terminated his employment rather than leave himself open to further 
risk of his medical standing in a position of even greater sensitivity than his 
old one in relation to drug ads. Demonstrating his faith in the integrity of the 
drug industry as a whole, Dr. Seidell immediately took a new job with another 
drug house. 

The science editor believes the foregoing series of events to be in obvious con- 
flict with Pfizer President McKeen’s pronouncements that “in no instance have 
we ever made a claim for any of our products that has not been substantiated 
by scientific reference.” The science editor also believes Pfizer has violated prin- 
ciple No. 2 of the Pharmaceutical Manufacturers Association code of ethics for 
the second time (the first was the Sigmamycin ad). Principle No. 2 says that 
“any statement involved in product promotional communications must be sup- 
ported by adequate and acceptable scientific evidence. Claims must not be 
stronger than such evidence warrants. Every effort must be made to avoid am- 
biguities and implied endorsements.” The science editor further believes that a 
violation of PMA principle No. 6 is evident—if principle No. 6 is intended to be 
more than an empty statement. Principle No. 6, as noted earlier in this report, 
states that “all medical claims and assertions contained in promotional com- 
munications should have medical review prior to their release.” ‘‘Review” im- 
plies “approval” unless otherwise stated. But apparenty PMA needs to say “ap- 
proval” if that’s what it means to say. 

Whether the final principle in the PMA code—principle No. 7, which observes 
that “any violation of these principles brought to the attention of the president 
of the PMA should be referred by him to the board of directors’—is of any real 
consequence should soon be apparent, for the science editor is sending the presi- 
dent of PMA a copy of this report. Subsequent transmittal of the report to the 
PMA board could thereafter be automatic if the PMA president thinks it should 
be, but principle No. 7 does not say it must be. Beyond that distinction lies an- 
other, larger question: What obligation has the PMA board to punish violations 
referred to it and what authority has it to enforce its will? 

There are people in the drug industry who believe that Chas. Pfizer & Co., 
Inc. is too big and too powerful to be subject to discipline from the PMA. They 
say that Pfizer is more likely to influence the drug industry than vice versa. 
The company is certainly a giant. Founded in 1849 and operated as a partner- 
ship until 1960, it has since been a publicly owned corporation concerned with 
the manufacture and sale of chemicals. It entered the ethical drug market in 
1950 after its fermentation processes helped mass produce penicillin for the 
first time during World War II. In terms of current sales, its principal prod- 
ucts are, in order of importance; antibiotics, farm and animal drugs, vitamins, 
citric acid and its derivatives. With a net worth of $138,434,000, it earned 
after taxes in the year 1956, a net total of $18,253,979, in the year 1957, a net 
total of $22,908,544, and in the year 1958 a net total of $23,965,144. At currently 
prevailing exchange quotations, the market value of its stock is comfortably over 
half a billion dollars. 

These are very large figures. It is fair to infer from them a strong profit 
motive for any Pfizer activity. The profit motive is recognized by our society 
as a good motive on the assumption that profits will be translated into a higher 
living standard. By the American definition, a higher living standard means 
preeminently good health. Drugs play a powerful role in the maintenance of 
good health. But a drug is not necessarily superior because it is new or because 
it is different. 

The real test is safety plus efficacy. These two values can be determined only 
through mature experience. When the profit motive comes under suspicion of 
being a lever to hurry new drugs into use before they are fully tested, and when 
the hurry is accomplished through misleading phrases by salesmen (whether 
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orally or in print) to overworked and trusting physicians, the welfare of 
patients is in danger and it becomes appropriate for the political representa- 
tives of the people to inquire where legitimate profits ends and exploitation 
begins. The science editor therefore suggests that a congressional investigation 
of drug marketing is in order. 

The inquiry should not, of course, be limited to the Pfizer firm. But it should 
examine the impact of invasion of the drug market by rich and powerful corpora- 
tions suddenly possessed of the results of new scientific research discoveries but 
inexperienced in the delicate ethics of physician-patient relationships. And it 
should attempt to find means to protect against the public hurt inherent in 
such intrusions. In keeping with the American system of free and privately 
owned enterprise, it should test the desire of the ethical drug manufacturers 
to police their own affairs with effective regard for public decency. It should 
ask whether today’s medical schools teach enough pharmacology to prepare 
physicians to judge drug ads on merit. It should inquire into the willingness 
of physicians to protect their patients doubly by subscribing to competent effect- 
tive, privately prepared reports (such as the recently inaugurated Medical 
Letter, which gets all of its sustenance from and pays all of its loyalty to its 
doctor-readers) on the real value of new drugs as opposed to the drugmakers’ 
hoopla. It should then consider with sober skepticism the adequacy of official 
licensing requirements for new drugs, especially the requirements for new com- 
bination drugs. It should deliberate on the wisdom of spending for prelicense 
tests some of the moneys that the National Institutes of Health have been 
getting from Congress in excess of current ability to invest in sound research 
for ever newer medical “wonders.” And it should terminate by fitting the 
remaining legal loopholes with fearfully sharp teeth. 

The sound bodies and minds of a democratic people are too precious to be 
bartered over the prescription counter at the corner drugstore. 


JoHN Lear, Science Editor. 


Exuisit 241 
PRINCIPLES OF MEDICAL ETHICS 


Published by American Medical Association, Chicago, Ill., 1957 


Preamble: These principles are intended to aid physicians individually and 
collectively in maintaining a high level of ethical conduct. They are not laws 
but standards by which a physician may determine the propriety of his conduct 
in his relationship with patients, with’ colleagues, with members of allied 
professions, and with the public. 

Section 1: The principal objective of the medical profession is to render serv- 
ice to humanity with full respect for the dignity of man. Physicians should 
merit the confidence of patients entrusted to their care, rendering to each a full 
measure of service and devotion. 

Section 2: Physicians should strive continually to improve medical knowledge 
and skill, and should make available to their patients and colleagues the benefits 
of their professional attainments. 

Section 3: A physician should practice a method of healing founded on a sci- 
entific basis; and he should not voluntarily associate professionally with anyone 
who violates this principle. 

Section 4: The medical profession should safeguard the public and itself 
against physicians deficient in moral character or professional competence. 
Physicians should observe all laws, uphold the dignity and honor of the profes- 
sion and accept its self-imposed disciplines. They should expose, without hesita- 
tion, illegal or unethical conduct of fellow members of the profession. 

Section 5: A physician may choose whom he will serve. In an emergency, 
however, he should render service to the best of his ability. Having undertaken 
the care of a patient, he may not neglect him ; and unless he has been discharged 
he may discontinue his services only after giving adequate notice. He should 
not solicit patients. 

Section 6: A physician should not dispose of his services under terms or con- 
ditions which tend to interfere with or impair the free and complete exercise of 
his medical judgment and skill or tend to cause a deterioration of the quality 
of medical care. 
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Section 7: In the practice of medicine a physician should limit the source of 
his professional income to medical services actually rendered by him, or under 
his supervision, to his patients. His fee should be commensurate with the serv- 
ices rendered and the patient’s ability to pay. He should neither pay nor receive 
a commission for referral of patients. Drugs, remedies, or appliances may be 
oe or supplied by the physician provided it is in the best interests of the 
patient. 

Section 8: A physician should seek consultation upon request; in doubtful or 
difficult cases; or whenever it appears that the quality of medical service may be 
enhanced thereby. 

Section 9: A physician may not reveal the confidences entrusted to him in 
the course of medical attendance, or ‘the deficiencies he may observe in the 
character of patients, unless he is required to do so by law or unless it becomes 
necessary in order to protect the welfare of the individual or of the community. 

Section 10: The honored ideals of the medical profession imply that the re- 
sponsibilities of the physician extend not only to the individual, but also to 
society where these responsibilities deserve his interest and participaton in 
activities which have the purpose of improving both the health and the well- 
being of the individual and the community. 
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EXHIBIT 245 


DESCRIPTION: Each black-and-white Enarax tablet contains oxyphencyclimine 
HC! 10 mg. and hydroxyzine HCI (Atarax) 25 mg. 


INDICATIONS: Enarax is indicated in the treatment of multiple G. I. symptoms. Pro- 
vides full-time relief in peptic ulcer, functional bowel syndrome, ulcerative colitis, 
biliary tract dysfunction, gastritis, gastroenteritis, pylorospasm, cardiospasm, duo- 
denitis, hiatus hernia (symptomatic), genitourinary spasm and dysmenorrhea. 


ADVANTAGES: Enarax combines oxyphencyclimine, a new, long-acting anticholin- 
ergic (antisecretory/antispasmodic)! with the unique antisecretory-tranquilizer, 
Atarax.?-6 It provides selective postganglionic action in disorders of the G. I. tract: 
protects against hypersecretion, hypermotility, hyperirritability and hyperemo- 


AA ‘ter more than a year's clinical testing successful results 
reported in about 80% of patients.’ 


NEW YORK 17, NEW YORK ' io 
Division, Chas. Pfizer & Co., Inc. “MISLEADING 


Science for the World's Well-Being A SENTRY FOR THE G.!. TRACT 


~ 


DOSAGE: One-half to one tablet twice daily—preferably in wee 8 
the morning and before retiring. The maintenance dose 
should be adjusted according to therapeutic response. 


SIDE EFFECTS: Because of the selective action dn the G. I. 
tract, side effects are minimized. The mild side reactions 
(mouth dryness, blurring of vision, dizziness and urinary 
hesitancy) either disappear with continued use or can be 
controlled by reducing the dosage. 


Use with caution in patients with prostatic hypertrophy or 
glaucoma. 


SUPPLIED: In bottles of 60 black-and-white scored tablets. 
Prescription only. 


References: 1. McHardy, G. et al.: Paper presented at Postgraduate 
Course in Gastroenterology, Univ. of Calif. School of Med., San 
Francisco, Calif., Jan. 27, 1988. 2. Strub, I. H. and Carballo, A.: 
To be published. 3. Schuller, E.: Gazette des Hopitaux /0:391 (Apr. 
10) 1957. 4. Farah, L.: Internat. Rec. Med. & G. P. Clin. 169:379 
(June) 1956. 5. La Barre, J.: C. R. Soc. Biol. 150:1807 (Oct.) 1956. 
6. Harrisson, J. W. E., et al.: Paper frosemeee at the 4th Pan- 
American Congress of Pharmacy and Biochemistry, Washington, 
D. C., Nov. 3-9, 1957. 7, Data in Roerig Medical Department files. 


NEW YORK 17, NEW YORK 
Division, Chas. Pfizer & Co., Inc. gy 
Science for the World's Well-Being 
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ENARAX 


ceyahencycion se ous ATARAN® 
Each @xaaax tablet cottains 
Onyphencycimine HCL bo ok 
Hydroxyzine HCI (aranax®) .. svenes «shpedahtey, SUD 


Donage: One hall to one tablet twice daily — preferably in the morning 
and before retiring The maintenance dose should be adjusted accord: 
ing to therapentic response. Use with cution in patients with prostatic 
hypertrophy of glaucoma 


Supphed: In bottles of 60 blackand white scored tablets 
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ExHIsBIT 249 


INTEROFFICE CORRESPONDENCE 


From: Arlan G. Roberts. 

To: Mr. George B. Stone. 

Date: January 21, 1959. 

Subject : Medical status of Enarax. 


Last Friday, January 16, a formal submission of Enarax was made to the 
AMA council on drugs and to the AMA advertising committee. At the time 
that the submission was made, it had been determined that Daricon had not 
been submitted to the council on drugs but that they were considering it. Accord- 
ingly, we submitted all available data on the pharmacology of oxyphenecylimine, 
along with clinical data. The effects of Atarax on gastrointestinal disorders 
were also submitted as background for Enarax. Finally, laboratory and clinical 
data supporting the combination were provided for consideration of the combined 
product. , 

As stated previously in conversation, the AMA council on drugs is concerned 
only with single component drugs and their function is directed toward informa- 
tion of the physician rather than legislation of the drug houses. In view of this, 
it is possible for them to review a combination of drugs that, through potentia- 
tion, would act as a different, single drug with predictable clinical effects. 
Combinations that would fit into this category would be extremely rare. Enarax 
apparently is not one of them. 

To date, no clinical supplies of Enarax have been available to our department 
for amassing the 200 to 250 case reports that you have requested for the “Dallas 
blitz.” Our department has had no clinical supplies since the latter part of 
October. Clinical supplies of Enarax were delivered to the warehouse on Mon- 
day, January 19, but they are currently being held pending release by the 
analytical department. The “Dallas blitz’ is 1 month away and it is extremely 
unlikely that we can have the requested number of case reports that had been 
planned, even though we will try mightily. This means that the case report 
form that will be distributed to the physicians in Dallas by the “blitzers” cannot 
contain clinical summaries. Obviously, we cannot use Daricon data and assume 
that it would be the same as Enarax data. The only solution that I can see 
is to have the forms printed up and then attach a mimeographed or multilithed 
clinical summary sheet at the last minute, thus allowing maximum time for 
building up the total number of case reports. 

We hope to continue being a part of the market introduction of new products 
and will do our best to hold up our end of the plans. All we ask for is sufficient 
supplies and time to do a job that Roerig can be proud of. 

ARLAN G. Roperts. 
ec: Dr. M. A. Seidell. ‘ 
Mr. J. Bradley. 
Mr. C. Rabe. 
Dr. W. Spring. 
Mr. O. Goettel. 
Mr. J. Rabatin. 
Mr. B. Smith. 
Mrs. A. Girard. 
Clinical coordinators. 


ExuHisit 250 
Mr. Arlan G. Roberts. 


Mr. T. J. Connors. 
June 26, 1959. 
Enarax case reports. 


I have tabulated all available case reports including the 103 reported in Dr. 
Leming’s paper. I did not include the two patients on which laboratory data 


alone were available inasmuch as the data were incomplete except for anti- 
secretory effect. 
















ge PP FT Be ee Oh ee 


Dr. 
data 
anti- 


ADMINISTERED PRICES 


The breakdown on results of therapy are as follows: 





Before Enaraz introduction, March 10, 1959 
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Notre.—94.7 percent effective. 





Practically all were in the good to excellent group. 
ARLAN G. ROBERTS. 
ec: G. B. Stone. 
J. W. Bradley. 
M. A. Seidell, M.D. 





G.C. Rabe. ~ 
J. M. Rabatin. 
A.B. Sklare. 

A. L. Oppegard. 


Martin A. Seidell, M.D. 
Mr. George B. Stone. 
March 25, 1959. 
Enarax development. 


In response to your March 23 request, the following is offered. 

As you know, clinical material first became available to the medical depart- 
ment in the last week of January. Studies previously set up during the fall 
were dropped at the instigation of the investigators, based on withdrawn 
material. The Leming paper was the result of a crash program in which the 
investigator was given a special inducement to complete his work for us post- 
haste. The publication was obtained on the basis of a personal favor, and, for 
this reason, should be regarded as rarely possible lest abuse alienate a friend. 
In short, the medical department has no clear-cut “birds in the hand” which 
should be regarded as significant clinical studies. Our plans follow; these will 
be discussed under the following topics: long term, intermediate, and short 
term. 

Kirsner may be cited as one authoritative source for the general agreement 
among gastroenterologists that a long-term study, lasting at least 2 years, is 
the only source of really sound data which relate to the demonstration of pro- 
phylaxis for a gastroenterologic agent purported to prevent ulcers. For this 
reason, a carefully designed study, placed in the hands of gastroenterologists 
of recognized stature and carried out over a period of 2 years, is being initiated 
in at least three or four institutions. It is hoped that in each of these instances 
preliminary, or intermediate, publication may be obtained. In specific terms, 
we will aim for a report on an intermediate basis to get into publication by 
September or October, pointing to the next ulcer season and giving preliminary 
therapeutic observations. It is unlikely that any responsible man would com- 
mit himself, unqualified, to conclusions regarding ulcers until the summer of 
1960 or the spring of 1961. This means that if the study were initiated so as 
to give some experience, during the spring of 1959, the former date might 
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apply, and on the other hand, if he does not initiate his study until the ulcer 
season this fall, the latter date should apply. 

Intermediate-range studies as stated above will be preliminary if printed 
in September or October. Other studies, such as that of the caliber of Leming, 
will be sought with a view to publication dates for promotional purposes this 
fall. A numerical assignment is pure guesswork, but we’ll estimate that four is a 
reasonable goal. We have already indicated in our plan of action for 1959 a 
design for each of the coordinators to develop work on Enarax during this spring 
with a view to possible publication in the fall on the general applicability of 
Enarax to gastroenterology and not specifically to duodenal ulcers. 

Short-term studies should be thought of as laboratory studies only. In July 
1958, when it was first decided that Roerig would have Enarax, it was stated 
that laboratory work demonstrating the 12-hour span of action and perhaps a 
central and peripheral effect should be sufficient for promotional purposes to 
market the combination on the basis of Daricon. Specific requests were made 
of the research group to provide us with data on the 12-hour effects of the com- 
bination. This was reiterated when the FDA required retesting after reformu- 
lation with the altered “PVA.” 

As you know, the Strub contract was terminated. It is our plan to deploy 
money which he might otherwise have received to more suitable laboratory 
and clinical facility. We hope that this will be close to headquarters so we may 
maintain a close liaison (and as much control as is possible). Preliminary dis- 
cussion has already been made with Dr. John Moyer at Hahnemann. It is our 
first aim to attempt a demonstration that there has always been a predictible 
additive or potentiating relationship between the two components. I have al- 
ready asked Dr. Haverback to consider amending the first portion of his protocol 
in light of the Sun and Shay report (February 1959, Gastroenterology). 


BxXuHrBit 252 


14. MEDICAL ADVERTISING 


There was a discussion on the procedure for clearing medical advertising. It 
was recommended that all medical advertising and promotional pieces (including 
publicity releases) be examined by the division medical director or his asso- 
ciates. Apparently there is some variation between the different divisions on 
the handling of advertising clearance. It was the general recommendation 
of the directors that top management review the present advertising clearance 
procedures in order to establish a uniform and consistent policy throughout 
the-company. 3 


A. J. Soumirz, Jr. 


February 2, 1959. 


. Kane. 

. Von Oebsen. 
. Haas. 

. Gahwyler. 

. Peabody. 
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EXHIBIT 254 


RoERIG—INTERCOMPANY CORRESPONDENCE 


From: George B. Stone. 

To: Dr. Seidell, Mrs. Girard. 

Date: June 19, 1959. 

Subject: Clinical case summaries for NDA’s and for advertising. 


In view of the difficulties in which we find ourselves in regard to Pnarax and 
Marax and because apparently the rules in regard to summarizing clinical case 
material for NDA’s and for advertising have changed, the following will put 
forth the policy in regard to the manner in which the Roerig medical department 
and advertising department will handle clinical case material obtained from the 
field in the future. 

1. In all future NDA’s and in advertising material, we will only use those 
clinical cases as total summaries in which the patient actually received the 
dosage form which we are marketing at the daily dosage level which we are 
recommending. 

2. If other formulations or different proportions of active ingredients were 
studied in the research program, they may be summarized and utilized for 
the NDA or for advertising purposes if it is clearly defined that these cases 
utilized a different dosage form. 

8. When a dosage form with a different level of active ingredients from 
our marketed form is studied in clinics but the daily dosage to the patient 
is equivalent to that which we are marketing, the medical department must 
approve the use of these cases for inclusion in our advertising and pro 
motional materials. 

4. Any individual case reports which are detailed in our advertising mate- 
rials must be carried out on the exact formulation which we are marketing. 

I view of the fact that this area of our operations is being carefully scrutinized 
both within and outside the company, it will be imperative that the medical and 
advertising departments, as well as the agency, take particular pains to insure 
that the data used in advertising does not infer anything which cannot be sup- 
ported by. the clinical research program. 


ec: Mr. Bradley, Mr. Roberts, Mr. Goettel, Mr. Arnold. 
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ExHIBIT 255 
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SENATE ANTITRUST AND MONOPOLY SUBCOMMITTEE, 


Washington, D.C., February 17, 1960. 
Mr. J. E. McKEEnN, 


President, Chas. Pfizer & Co., Inc., 
Brooklyn, N.Y.: 


As part of the current inquiry into the drug industry, on February 25, Dr. 
Martin Seidell and Dr. Haskell Weinstein will testify before the Subcommittee 
on Antitrust and Monopoly. Since both Dr. Seidell and Dr. Weinstein formerly 
occupied the position of medical director vf the J. B. Roerig division of Charles 
Pfizer & Co., this is to notify you of their appearance and to invite you to have 
a representative present on February 25. With respect to this matter you are 
also invited to testify if you so desire, on February 26, or to present a prepared 
statement which will be made part of the record. 

Estes KEFAUVER, 
Chairman, Antitrust and Monopoly Subcommittee, U.S. Senate. 


EXHIBIt 257 


BROOKLYN, N.Y. 
Senator Estes KEFAUVER, 


U.S. Senate, Washington, D.C.: 


This will acknowledge and thank you for your telegram received February 18. 
We appreciate your invitation to testify on February 26 or to present a state- 
ment for the record. In the absence of knowledge of the testimony to be given 
by Dr. Seidell or Dr. Weinstein, we are making no plans to testify. We under- 
stand that we would have an opportunity to submit a written statement if we wish 
to do so after reviewing their testimony. 

Joun E. McKEEN, 
Charles Pfizer & Co., Inc. 


EXHIBIT 258 


STATEMENT BY CHAS. PFIZER & Co., INC., ON A STATEMENT SUBMITTED BY DR. 
MartTIn A, SEIDELL AND RELEASED TO THE PRESS BY THE SENATE ANTITRUST AND 
MONOPOLY SUBCOMMITTEE, FEBRUARY 25, 1960. 


We have just obtained a copy of the statement released by Dr. Martin A. 
Seidell prior to his testimony before the Kefauver subcommittee. Dr. Seidell’s 
statement was given to the press, but he has not yet appeared himself to testify 
before the subcommittee. We deny categorically the criticisms of our adver- 
tising and marketing practices which were included in the statement. 

A quick reading of the statement discloses serious factual errors in Dr. Sei- 
dell’s recollection of the events during the period prior to the termination of his 
brief association with Pfizer. The fact is that the advertising copy for Enarax 
about which Dr. Seidell now complains bears his initials indicating his approval 
of it. At the time he gave his approval he suggested certain changes in detail. 
These changes were made. 

As to Dr. Seidell’s alleged reason for leaving Pfizer, it is worth noting that 
he resigned only after his assistant received a promotion to which Dr. Seidell 
thought he was entitled himself. 

His letter of resignation does not refer to this promotion, but rather to a 
later position which he was in fact never offered. 

The company promptly makes available to the medical profession complete and 
accurate information on its products. Medical statements are supported by 
documented scientific evidence and portrayed in their true light. 

All medical claims and assertions contained in promotional communications 
are reviewed by members of Pfizer’s medical staff. The company has a staff of 
more than 25 physicians who are concerned with assuring the safety and efficacy 
of its drugs, as well as the medical accuracy of the claims made for them. 


TESTIMONY BY DR. HASKELL J. WEINSTEIN 


The testimony of Dr. Haskell J. Weinstein presents an erroneous view of 
the working of competition in the drug industry. As is typical of American indus- 
try, this competition takes many forms. One of the most significant in the 
drug industry is the constant effort to produce new and better products and to 
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improve old ones. This requires much basic research and much apolied research. 
The words used to describe the system cannot change the fact that great effort 
and expense are constantly being devoted to the production of improved and 
useful health-giving products. 

The efforts of the drug companies to bring their products to the attention of 
the medical profession are in keeping with the strict standards of conduct laid 
down in the Pharmaceutical Manufacturers Association statement of principles 
of ethical drug promotion. It is an unjust reflection on the medical profession 
to say as Dr. Weinstein does that doctors are “brainwashed” or “seduced.” 
This charge we emphatically deny both for ourselves and the industry of which 
we are a part. ‘ 

The assumption that research efforts directed at private gain are wrong 
misses a basic point of the free enterprise system. It is at its working best 
when in the process of achieving private gain, community or other forms of 
service are achieved. This has been dramatically and eloquently the case with 
the pharmaceutical industry. The results must be measured in terms of bene- 
fits—and they have been manifold. 


OTHER MATERIAL 


STATEMENT OF CHAS. PFizER & Co., INc., MARcH 4, 1960 


Pfizer welcomes the opportunity to file a statement commenting on testimony 
presented to the subcommittee on February 25 and 26, 1960, by Dr. Haskell J. 
Weinstein and Dr. Martin A. Seidell, who were formerly employed by Pfizer 
for periods of 10 months and 2 years, respectively. 

This statement is being submitted as promptly as possible. It was obviously 
not feasible for us to present either testimony or a written statement at the time 
of the hearings because we did not know just which subjects would be touched 
upon or what would be said about them until the statements of the witnesses 
were released at the hearings. 

The subjects being considered by the subcommittee in these hearings are of 
fundamental importance because they relate to an industry which is devoted 
to the discovery and production of health-giving products and to the profession 
which makes use of these products in ministering to the needs of the people. 
These subjects deserve to be considered objectively and with painstaking care 
to avoid unwarranted conclusions and unsupported generalizations. 

An examination of the facts with respect to the matters discussed in this 
statement will, we believe, lead to the conclusion that the broad charges of 
Dr. Weinstein and Dr. Seidell are urfsupported. They certainly provide no 
reliable basis for questioning Pfizer’s accomplishments in research or for con- 
demning the company’s business practices in promoting its products. 







RESEARCH IN THE PHARMACEUTICAL INDUSTRY 











Dr. Weinstein, the first of these two witnesses, began his testimony with 
a presentation of his views on research. He made it clear that his remarks did 
not apply specifically to Pfizer, but rather to the industry in general. 

One of the contentions of Dr. Weinstein was that “much that is called research 
in the pharmaceutical industry has little relationship to what most people en- 
gaged in academic and research activities would consider to be scientific re- 
search” (tr. 3378). This contention is, we believe, erroneous and arises from 
a fundamental misconception of the purposes and values of research as it is 
conducted in the pharmaceutical industry. Dr. Weinstein mentioned three 
areas of what he would call questionable research, which need to be commented 
upon separately. 

The first type of research criticized by Dr. Weinstein is what he calls mole- 
cule manipulation intended to bypass patents and other priority rights (tr. 
3378). He contends that much of the work done by pharmaceutical companies 
in attempting to improve upon products brought out by a competitor does not 
produce really worthwhile advances. We believe his premise is erroneous and 
that many valuable improvements have resulted from such attempts. 

The fact is that research work which has been directed toward apparently 
narrow differences has resulted in important advances. It was research work 
















1This and other similar references are to pages of the official transcript of hearings 
before the subcommittee. 
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on molecular structure which produced hydrocortisone. Dr. Philip 8. Hench, 
a Nobel Prize winner, recently testified before the subcommittee that ‘one sim- 
ple change made all the difference in the world * * * if we were to ask the 
pharmaceutical chemist not to bother with minor modifications on the drawing 
board, we might miss some of the most amazingly helpful cortisones that would 
ever be discovered” (tr. 871). 

Similar research in the synthetic modification of penicillin G has recently 
produced improved penicillins, which can be taken orally instead of by injection 
and which produce higher blood levels than other oral penicillins. This improve- 
ment will be of tremendous benefit to a great many people. 

Even less fundamental improvements not involving changes in molecular struc- 
ture are decidedly worthwhile from the standpoint of the medical profession and 
the patient. Improvements in such matters as tolerance and taste may make a 
product more acceptable to a patient and therefore a better therapeutic agent. 
Changes in inactive ingredients have been known to affect the rate of absorption 
of a drug. Improvement in stability may permit longer shelf life and thus make 
for more economic distribution. 

One of the basic concepts of the American competitive system is that society 
is benefited by the constant striving of competitors to develop and produce 
products which are improvements on, and more useful than, those of their rivals. 
It would be novel doctrine, and we think basically wrong doctrine, to say that a 
competitor should not undertake to improve upon the product of a rival or that, 
having made the attempt, he should not market a product unless he can demon- 
strate that it is substantially superior to the one marketed by the rival. This 
would adversely affect competition. 

The subcommittee has addressed itself to this very problem. A chart marked 
as “Exhibit 233” was introduced on February 24 to show the number of products 
made by only one manufacturer or a limited number of manufacturers. To the 
extent that such examples exist, the conclusion was suggested that this marked 
a dangerous trend toward concentration. The answer to this is precisely what 
Dr. Weinstein would condemn, namely, vigorous attempts by competing firms 
to develop and market products which would be competitive with those already 
on the market. 

The second area of research questioned by Dr. Weinstein is one which he 
characterizes as “the development of a multiplicity of drug combinations” (tr. 
38379). The simple fact is, however, that research work along this line is de- 
signed to produce medical combinafions having real therapeutic value and that a 
number of very useful products have been developed. 

Physicians frequently use more than one drug in treating a patient and the 
combination drug affords them a convenient method of doing so. When the 
combination drug is prescribed, it will often result in a financial saving to the 
patient because the combination drug may be less expensive than the component 
drugs purchased separately. While combination drugs have not been universally 
accepted, experience has shown them to be useful and effective. However, if a 
physician feels in a particular case that a ratio of the two drugs different from 
that used in the combination drug is desirable, he can prescribe the individual 
components separately. 

Opinion will, of course, differ as to the merits of this or that product and 
indeed such a difference of opinion exists between Dr. Seidell and Dr. Weinstein. 
In Dr. Seidell’s opinion, combination drugs may serve a useful purpose; in fact, 
while at Pfizer, he participated in the development of a combination drug con- 
sisting of a tranquilizer and an anticholinergic which he describes as “a very 
sensible one” (tr. 3589). On the other hand, Dr. Weinstein does not have such 
a high opinion of combination drugs and he criticized the use of a tranquilizer 
and a steroid in combination (tr. 3409). As shown by the medical literature, 
however, there are many doctors who disagree with him and have found these 
combinations beneficial. 

Dr. Weinstein is entitled to his opinion and entitled to act upon it in decid- 
ing which drugs he will prescribe for his patients. But a difference of opinion as 
to the utility of the products is hardly a basis on which to condemn an industry 
for engaging in the research necessary to produce such drugs. 

The third and last area of research questioned by Dr. Weinstein is what he 
describes as the “battle of the additives.” He referred particularly to attempts 
to enhance the antibiotic activity of tetracycline through additives. Despite 
his criticism, these efforts represent a worthwhile area of research, since a 
fundamental principle of antibacterial therapy is to deliver to the blood stream 
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as quickly as possible optimum amounts of the antibiotic. 
of additives. 

The use of broad spectrum antibiotics with additives has been accepted by a 
substantial number of physicians. Those doctors who wish to prescribe such 
antibiotics with additives should not be prevented from doing so simply because 
others prefer to prescribe them alone. 

However, continuous and exhaustive research is devoted to the development 
of new antibiotics to give blood levels even higher than those achieved with 
additives, as well as to provide other therapeutic advantages. The amount of 
research, both basic and applied, which has gone into the discovery of anti- 
biotics is vastly greater than the amount which has gone into attempts to im- 
prove a particular antibiotic product. 

One of the outstanding characteristics of the pharmaceutical industry in the 
United States is the large and increasing efforts that have been made in the 
field of research. And to the fine research work done by university, foundation, 
and Government laboratories, industry adds its important abilities to develop 
and produce useful products. 

Industry objectives are to add to the store of basic scientific knowledge, dis- 
cover new drugs, improve existing ones, develop useful formulations of available 
products, and constantly improve the processes of manufacturing. We do not 
contend that these efforts have always been successful. Every researcher knows 
that in his experiments he will have many failures before any successes. Nor do 
we contend that even the successes are all of the same order of value. Obviously 
some are more important than others. 

The important fact is that the constant competitive striving of the many 
pharmaceutical firms has resulted in important advances in medical science. 
This has also resulted in the establishment of research organizations which not 
only serve the medical profession well, but also are in being when needed to 
assist the Nation in emergencies. 


This is the purpose 


THE MARKETING OF ETHICAL DRUGS 


Dr. Weinstein, in addition to his testimony on research, also questioned the 
use of brand names for prescription drugs and their use in advertising and pro- 
motional activities. The use of brand names is a normal and traditional method 
of distinguishing a manufacturer’s products from those of his competitors. 
Such differentiation is an aid to effective competition. The use of brand names 
by a physician in writing prescriptions insures that the patient gets the precise 
product which the doctor wishes him to have. 

The generic names of all pharmaceutical products are known and they may be 
used by any physician who so desires. Most physicians prefer to prescribe by 
brand name for reasons that were clearly stated in a letter dated February 24, 
1960, and filed with the subcommittee by Dr. Rufus B. Robins of Camden, Ark., 
a gps of the board of trustees of the American Medical Association. He 
said: 

“T want my patients to have top quality drugs and I want to know what firm 
is going to supply the drug for my patient. For that reason, I like to use the 
trade name. It is simpler to write such a prescription and I can be assured 
that no substitution will be made by the druggist—this assures me that the 
patient will get top quality. The same generic drugs are not always equivalent. 
The USP label gives no assurance of potency.” 

It would be unjust to criticize Dr. Weinstein for preferring to prescribe by 
generic name. It is equally unjust to condemn the many thousands of doctors 
who are of a different opinion and who believe that the interests of their patients 
are better served by the prescription of products by brand name. It is a gross 
abuse of a witness’ position at a public hearing to characterize those who dis- 
agree with him as “brainwashed” (transcript, p. 3383). 

Dr. Weinstein also asserts that there is insufficient attention given by the 
Food and Drug Administration to the efficacy of drugs before they are put on the 
market. Under section 507 of the Federal Food, Drug, and Cosmetic Act, most 
of the principal antibiotics including penicillin, streptomycin, dihydrostrepto- 
mycin, chlortetracycline, tetracycline, chloramphenicol, and bacitracin, must be 
certified under regulations which “insure safety and efficacy of use.’ These 
regulations are also applicable when any of these antibiotics are included in 
combination products. In addition, representatives of the Food and Drug Ad- 
ministration have repeatedly stated that efficacy is taken into account in con- 
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sidering the safety for use of a new drug on which a new drug application has 
been filed under section 505 of the Federal Food, Drug, and Cosmetic Act. 

Dr. Weinstein further claims that “there is absolutely nothing in the law to 
prevent the manufacturer from completely ignoring unfavorable reports” (tran- 
script, p. 3397). The fact is that the section of the law pertaining to new drug 
applications provides for submission to the Food and Drug Administration of 
“full reports of investigations which have been made to show whether or not 
such drug is safe for use” (sec. 505 of the act). The regulations under this act 
are even more explicit. Part 130.4 expressly requires that new drug applications 
shall contain ‘a full statement of any adverse effects and therapeutic results 
observed” during clinical tests. 

Dr. Weinstein casts an unwarranted reflection upon both the pharmaceutical 
industry and the medical profession in his treatment of the problem of toxicity. 
It is regrettable that he chose to couch his remarks in such lurid terms as to 
give confusing and erroneous impressions. Since the only product which Dr. 
Weinstein identified in this connection is a drug which is not marketed by Pfizer, 
we do not feel required to comment further on this matter. 

Dr. Weinstein also commented upon the danger of prescribing drugs, such as 
antianemia preparations, when a proper diagnosis would indicate that the pa- 
tient required different treatment. He did not say that the pharmaceutical 
industry should not produce antianemia preparations, but suggested that the 
medical profession should exercise proper judgment in deciding when to pre- 
scribe such preparations. It is our observation that this fact is well known to 
the medical profession and that any suggestion of negligence in this regard is 
entirely unwarranted. 

Some of Dr. Weinstein’s testimony bordered on the irresponsible (transcript, 
pp. 3423-3424). His statement that antianemia preparations will kill many more 
people “than all the contaminated cranberries and stilbestrol-treated chickens 
combined” (transcript p. 3402) was misleading. After his prepared statement 
had been released and had received wide publicity, Dr. Weinstein admitted in 
subsequent questioning before the subcommittee that he did not know of any- 
one who had been killed by contaminated cranberries or stilbestrol-treated 
chickens and requested that this part of his statement be withdrawn (trans- 
script p. 3425). Immeasurable harm can be done by this sort of testimony. Un- 


founded attacks cannot help but impair public confidence in the drug industry 
and, therefore, its ability to serve with maximum effectiveness. 


MEDICAL REVIEW OF ADVERTISING 


The other witness, Dr. Seidell, testified about certain specific items of ad- 
vertising from the point of view of adequate medical review. 

We wholeheartedly subscribe to the proposition that advertisements for pre- 
scription drugs should be reviewed by competent physicians and should have 
their approval. This is the sense of the principles adopted by the Pharma- 
ceutical Manufacturers Association. So far as we know it is the policy of all re- 
putable pharmaceutical manufacturers. It is certainly Pfizer’s policy. Dr. 
Weinstein confirmed this (transcript, p. 3444). 

Within the Pfizer organization, there are more than 25 physicians. These 
physicians have areas of responsibility which are among the most important in 
the company, and they have made substantial contributions to the progress of 
medical science. Some of them are engaged in medical research through par- 
ticipation in pharmacological evaluation of therapeutic agents. Others orig- 
inate, supervise, and coordinate clinical research programs for the testing of 
drugs outside physicians so as to provide reliable data as to safety and efficacy. 
Still others are assigned the responsibility of reviewing and approving all ad- 
vertising or promotional material. All of these physicians perform their duties 
in accordance with the highest standards of professional care and medical ethics. 

To understand the principal subject matter of Dr. Seidell’s testimony it is 
necessary to know the nature and constituents of Enarax since his comments 
related mainly to the advertising of this product. This is a combination product 
composed of two therapeutic agents: (@) An anticholinergic (oxyphencycli- 
mine), and (b) a tranquilizer (hydroxyzine). The anticholinergic reduces 
spasmodic activity in the gastrointestinal tract and also decreases certain gas- 
tric secretions. The tranquilizer reduces tension and anxiety. 

The combination of these two drugs in a single medication does not produce 
any new or different effect from that produced when the two drugs are ad- 
ministered separately, but concurrently. The basic component, oxyphencycli- 
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mine, the same anticholinergic function as if it were administered alone. The 
added hydroxyzine component performs the same tranquilizing function as if it 
also were administered alone. 

In the criticized Enarax advertisements, information was furnished on more 
than a year’s clinical testing with the basic anticholinergic component. The 
other component, a tranquilizer which had been clinically tested in approxi- 
mately 1,400 cases, had been marketed for almost 3 years under the name Atarax 
and was well known to prescribing physicians. The rationale of the combina- 
tion is that some sufferers from gastrointestinal disorders (such as peptic ulcers) 
will be benefited by receiving an anticholinergic accompanied by a tranquilizer, 
and that it is convenient to provide them in a single medication. 

It is important to note that Dr. Seidell’s criticisms of the advertising of 
Enarax do not relate to any claims as to either the safety or efficacy of the 
product. On the contrary he recognizes the therapeutic value of each of the 
component drugs and of the combination (transcript, pp. 3502, 3575). Indeed, 
Dr. Seidell attempted in his testimony to take credit for having suggested the 
combination in December 1957 (transcript, p. 3502) and complained to his 
general manager in February 1959 when he was not given such credit. However, 
the fact is that the suggestion had been made as early as September 1957 by 
others in the company in a memorandum which came to Dr. Seidell’s attention. 

Dr. Seidell criticized the Enarax advertising principally on the ground that 
clinical tests cited in the initial advertisements included data on tests with the 
basic anticholinergic element and he questioned whether the nature of these 
clinical tests was made sufficiently clear. His objections therefore go to a 
rather narrow point and not to any question as to the claims made for the 
therapeutic properties of the product. The fact is that every claim that has 
ever been made as to the safety and efficacy of Enarax is fully substantiated. 

The question raised by Dr. Seidell was considered by the Pfizer personnel 
having to do with the preparation of the mailing pieces and thev modified the 
initial copy so as to meet the medical points which Dr. Seidell had raised. This 
review and modification took place at a conference on January 9, 1959, attended 
by Dr. Seidell, by another Pfizer representative and by a representative of the 
advertising agency. The very question now raised by Dr. Seidell was then dis- 
cussed and, in order to clarify the statements as to the clinical testing, the copy 
for mailing pieces was modified so as to add, after the reference to more than 
a year’s clinical testing, the words “with this unique anticholinergic.” Since 
the rest of the copy made it clear that the “unique anticholinergic” was simply 
the oxyphencyclimine component of the new drug, this modification had the 
obvious purpose and effect of making it apparent to any doctor that the data 
cited included tests with the anticholinergic element. 

Upon a subsequent review of an advertisement for publication in medical 
journals, it was concluded that a change in the text to accomplish a similar 
purpose should be made. The revision appeared in 23 of the 27 journal issues 
in which this advertisement was published. The other four issues had already 
gone to press and could not be changed. 

It is the clear recollection of the two persons who attended the conference with 
Dr. Seidell that the amendment of the advertising copy for ‘the mailing pieces 
met with the approval of Dr. Seidell and took care of all the medical revisions 
which he suggested. The subsequent change in the copy for the journal ad 
also was approved by him. His testimony to the effect that his recommendations 
were not accepted (transcript, p. 3503) is therefore incorrect. 

In weighing the issue of fact thus presented it is significant to note that upon 
questioning before the subcommittee, Dr. Seidell admitted that the addition of 
the words “with this unique anticholinergic” was his own suggestion. He said: 
“Well, the reason it was put in there was because I asked them to put it in 
there” (transcript, p. 8529). 

Moreover, it is clear that on January 9 Dr. Seidell recorded his approval of the 
advertising copy by writing his initials thereon after the word “approved.” 
Beneath his initials he wrote the words “with changes.” If he was not satis- 
fied with the changes that had been made—which changes he now admits were 
made at his suggestion—it is wholly incredible that he would have placed his 
formal approval upon the copy. He now says that he recorded his approval only 
in order to avoid “a headon collision with the general manager” of his division 
(transcript, p. 3581). Since the general manager was not present at the meeting. 
it seems that the least Dr. Seidell should have done was to take his objections, if 
he had any, to the general manager, which he did not do. 
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Perhaps in anticipation of this point, Dr. Seidell sought to make it appear in 
his testimony that a subsequent memorandum written on January 21, 1959, by 
his administrative assistant (who was not a physician) to the general manager 
constituted a protest against the decisions reached at the conference. The 
memorandum shows on its face that this is not true. The assistant was writing 
on an entirely different subject, namely the plans for a promotional meeting to 
be held in March. He was discussing the nature of the data on clinical tests 
which would be available and how such data could be used. His observations 
on this subject did not relate (as Dr. Seidell now suggests) to the advertising 
material that had been reviewed on January 9. 

There are other circumstances which should be considered in evaluating Dr. 
Seidell’s testimony. He testified that he resigned in order to register a protest 
against the alleged overruling of his objections to the initial Enarax copy 
(transcript, pp. 3502-3503). This rejection, he claimed, occurred in January 
1959. But the fact is that he did not resign until July 31—more than 6 months 
later. It is also worth noting that Dr. Seidell resigned only after a physisian 
assisting him received a promotion in May 1959 to a position of broader re- 
sponsibility to which Dr. Seidell apparently thought he was entitled. Shortly 
thereafter, in June 1959, Dr. Seidell made a request to his general manager that 
he be considered for the key position of director of clinical research for the 
entire company. Dr. Seidell was not offered this position, nor did company 
management consider him for it. The timing of his resignation suggests that 
the true motivation was the disappointment of his personal ambitions and not 
something that had taken place 6 months before. 

In his attempt to escape this inference, Dr. Seidell stated under questioning 
before the subcommittee that he had contacted his present employer and at least 
one other pharmaceutical house in the summer of 1958 (transcript, p. 3582). 
This indicates that he was seriously looking for another position at that time 
and contradicts his own earlier assertion that he resigned because of the Enarax 
episode, which did not occur until January 1959. 

Pfizer has been in business for more than 110 years. We are proud of our 
long record of producing fine chemicals and pharmaceuticals for the drug, food, 
and other industries. We are proud of our important contributions to the basic 
advancement of knowledge about drugs, our service to medical science, and our 
record of discovery, development, and production of therapeutic agents to pro- 
long life and reduce suffering. We will continue to serve the medical profession 
in the highest traditions of the pharmaceutical industry. 


STATEMENT OF MARTIN A. SEIDELL, M.D., Marcu 14, 1960 


Pfizer’s March 4 statement in reply to my previous testimony is vituperative 
and strives to impugn my integrity rather than refute the evidence. This is in 
keeping with the calumny in their February 25 press release. The cynicism of 
this previous statement for widespread publication has since been reflected in 
the principal newspapers of this country as well as Drug Trade News, the Pink 
Sheet, and the various propaganda media of the drug industry influenced by 
Pfizer. This, in turn, is consistent with Mr. McKeen’s letter to inquiring physi- 
cians and stockholders which purported to explain away the Saturday Review 
article published September 5, 1959. (See exhibit in appendix.) 

It would be inconsistent with my candid views to cast aspersions on many of 
the fine people employed by Pfizer. Certainly only a very few of the 25 physi- 
cians to which they allude were “assigned the responsibility of reviewing (and 
approving?) all advertising or promotional material” despite Pfizer's contrary 
implication. The Pfizer statement ignores the February 2, 1959, minutes of the 
medical directors’ committee (p. 4), which controverts any inference that a com- 
pany policy actually had been promulgated by January 9, 1959. 

My statement on the remarkable attrition among Pfizer’s physicians referred 
to the domestic marketing divisions in particular, where, despite my tenure of 
only 24% months, I was the senior physician. In fact, I hold, despite Pfizer’s 
emphasis on its brevity, the longest tenure as the Roerig medical director since 
Pfizer’s purchase of the company. Furthermore, I was the sole physician in 
this division for 18 months prior to the acquisition of an assistant at my re- 
peated request and in accordance with my original contract. I was profession- 
ally alone for 21 of the 24 months. During this same period a record level of de- 
partmental productivity was established. 
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I did not begrudge or envy Dr. Spring’s appointment as acting medical di- 
rector of Pfizer Laboratories, when it was announced the week after Dr. Git- 
tinger’s burial (May 16, 1959). He was told, in confidence, that I had con- 
sidered my position untenable for some time—just as I later confided this in- 
compatibility to Dr. Carlozzi, on July 29, 1959. (I could speak freely at this 
time because I had had time to arrange my personal affairs in the previous 
few months. The documentation for these arrangements serves to impugn in an 
incontrovertible manner the Pfizer assertions with regard to my true motiva- 
tions. ) 

The oblique approach used by Mr. Roberts in his January 21, 1959, memo was 
nevertheless courageous on his part in that the underscoring and extraordinary 
widespread circulation was his own method of placing his views on record as 
squarely behind me. With either of my former general managers (Mr. Emelin 
or Mr. Winn) I should have approached them directly. My going around Mr. 
Stone to Mr. Winn as a representative of Pfizer’s board of directors was an act 
of prudence after the December argument over the Taomid ads. The fact is 
escapable that the Enarax ads were planned under his aegis and took shape 
under the advertising manager’s direction. Thus, the intention to deceive is 
manifestly shared by those who developed the preliminary Enarax advertising 
copy. 

My diary of events during 1959 does not include any conference with the 
McAdams Agency’s executives related to the substitution of Daricon data for 
the paucity of Enarax data. The only conference we had was a matter of orien- 
tation on the advantages I could project for Enarax. This was attended by 
another McAdams representative besides Mr. Totten as well as Mrs. Girard. 
However, when I was presented the onion skin triplicate copies of proposed ma- 
terial for the ads on January 9, Mrs. Girard was the sole person in the room as 
I imposed the reservations stipulated by the words, “with changes” immediately 
under my initials. However, my secretary was aware of the angry, loud dis- 
cussion and my opposition. There was no doubt on the part of men as remote 
from the scene as the clinical research coordinators of the opposition expressed 
in the January 21, 1959, memo. (Note that a very senior man quit his job as a 
coordinator, only 1 week after my resignation, in favor of another company’s 
managerial policies. ) 

Management obviously found my suggested phrase: “this unique anticholi- 
nergic” acceptable, but rejected the requirement that all references to Daricon 
data be indicated as explicitly referring to “oxyphencyclimine alone.” Indeed, 
it was their conviction that physicians regard “anticholinergic” as synonymous 
with “antisecretory.” 

It is a falsification to state that I “made a request to (my) general manager 
that (I) be considered for the key position of director of clinical research for 
the entire company.” Actually, Mr. Stone mentioned his recommendation while 
confiding the nature of his impending surgery. I feigned interest; but, did not 
feign the gratification this gave me. I already had arrangements for a job 
interview a few days later. 

The nadir in Pfizer’s attempts at my defamation is reached in their state- 
ment regarding the credit for the Enarax rationale, to wit: I had “complained 
to the general manager in February 1959 when (I) was not given such credit.” 
I clearly expressed to the subcommittee that any vainglory stemming from the 
Enarax formulation and rationale, which I had personally initiated and de- 
fended, was of far less significance to me than the credit I took for being sv 
pointedly omitted in the February 19, 1959, memo. Clearly, the authors of the 
Pfizer statement failed to analyze the fact that the mere suggestion of com- 
binations of available products is a simple matter; but, it requires a professional 
judgment to say “how?” (formula and “why?” (rationale). Attention is re- 
invited to the fact that I was the only Roerig physician during 21 of my 24 
months of unprecedented tenure. Furthermore, in September 1957 Daricon 
dosage was not known. 

The faulty reasoning in their statement based on (Tr. 3502-3503) is de- 
veloped on an out of context reference. I first said: “My decision to leave 
Pfizer was longstanding * * *. My action appeared summary but was calculated 
to register an effective protest.” Their statement should properly read: “He 
testified that he (summarily) resigned in order to register a protest against the 
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alleged overruling of his objections to the initial Enarax copy.” The rest of 
their argument becomes non sequitur when the word “summarily” is properly 
inserted. I have documentary evidence of my decision to leave Pfizer in July 
1958. (Cf. appendix—letters dated September 5, 1958 and September 12, 1958), 
cessation of activities in September 1958, resumption a few months later of 
efforts to arrange for departure the following summer. This was many weeks 
before the death of Dr. Gittinger. I deny ever having any interest in Dr. 
Gittinger’s position; and, I declare that I could not have accepted Dr. Car- 
lozzi’s vacated position if it were officially offered me. I have not stated that 
anyone other than Mr. Stone mentioned me for Carlozzi’s job. (Cf. appdendix 
for letter of resignation and PMA letter.) 

In passing, Mr. Stone’s recommendation would have been very influential 
on Pfizer’s executive committee. 

I emphasize that I have not served as a “prosecution witness” against the 
entire pharmaceutical industry as the various trade publications and a number 
of newspapers implied. My closing statement to the subcommittee on Feb- 
ruary 26 clearly stated my position in support of the pharmaceutical industry 
as a whole. I am, after all, a member of this industry. My well-documented 
case was recounted without recourse to personal opinions. The tangential 
efforts of the Pfizer statement in concentrating ad hominem have failed to 
rebut the real issues I set before the subcommittee. I am prepared to controvert 
their accusations made against me both personally and professionally. Their 
public discreditment of me, however, cannot be undone by me individually. I 
am confident that the Federal Trade Commission is prepared to negate Pfizer's 
denials of managerial responsibility and reprehensibility for disseminating 
“false and misleading” Enarax ads against the advice of the Roerig medical 
director. 

To clarify the record it should be noted that when I was asked to testify, 
I stated my willingness to cooperate if subpenaed. I did not write the com- 
mittee. However, I am honored to assist the processes of the U.S. Senate, and 
I feel confident of the ultimate good to be wrought from the revelation of my 
unhappy experiences. 

In closing, I quote the last paragraph of my letter to the PMA dated July 
31, 1959. 


“T submit that the medical profession and society in general expect and re- 
quire of their great ally, the pharmaceutical industry, conduct that is in every 
way exemplary. Likewise, it is felt that the pyhsician members of the industry 
must maintain an environment that is free of legal, ethical, and moral stigmata.” 

Respectfully, 


M. A. Semeirt, M.D. 
ExuHisits FoR APPENDIX 


July 31, 1959: Letter of resignation (M. A. Seidell, M.D. to Mr. John E. 
McKeen). 

July 31, 1959: Letter to PMA board of directors from M. A. Seidell, M.D. 

November 20, 1959: Letter to stockbroker (CLEM) from Mr. John BH. 
McKeen. 

September 12, 1958: Letter from Baxter Laboratories’ director of employee 
and public relations. 

September 5, 1958: Letter from Riker Laboratories’ medical director. 


RIKER LABORATORIPS, INC., 
Los Angeles, Calif., September 5, 1958. 
Martin A. SErpevt, M.D. 
Scarsdale, N.Y. 


DEAR Dr. SEIDELL: I have been expecting to receive a letter from you but none 
has appeared. I would appreciate learning from you whether you wish to be 
considered further for a position at Riker, either now or in the stated future. 
Please feel free to discuss the matter fully in your letter, but I would suggest that 
you reply without delay. 

It was nice to meet with you and with Mrs. Seidell. Best wishes. 

Sincerely yours, 
ADOLPH SurtTSHIN, M.D., 
Medical Director. 


35621—60—pt. 18-22 
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BAXTER LABORATORIES, INC., 
Morton Grove, Ill., September 12, 1958. 
Martin A. SEIDELL, M.D., 
Scarsdale, N.Y. 


Dear Dr. SEweELL: At the time of your visit here, July 30, 1958, I suggested 
that I would let you know of our progress in adding a top medical man to our 
staff. Our new director of clinical research will be Thomas G. Allin, Jr., who 
joins us from Gillette Laboratories and has prior experience with William §S. 
Merrell. 

Our choice was a difficult one from among several excellent candidates, as I 
recall you predicted when you were here. Mr. Graham and Mr. Hetterick have 
asked that I give you their best regards. We enjoyed becoming acquainted with 
you and were impressed by your approach to the clinical investigation field. 

I want to thank you for the time you spent with Baxter, and will look forward 
to the possibility of running into you at some pharmaceutical or medical meeting. 

Sincerely, 
LINCOLN R. DowELL, 
Director of Employee and Public Re lations. 

N. B. Saw J. K. Weston, Ph. D., M.D., at Parke Davis on August 1, 1958, re: job 

interview in clinical research. 


SCARSDALE, N.Y. July 31, 1959. 
Mr. JoHN MCKEEN, 


Chairman of the Board, 
Chas. Pfizer & Co., Inc. 


Mr. McKeen: The Roerig general manager recently disclosed to me his recom- 
mendation that I be the next Pfizer director of clinical research. His action 
impales me on a dilemma. Although I naturally aspire to greater responsibility 
and opportunity, I recognize that I could be no less unyielding in intellectual 
honesty, professional ethics, personal integrity, and moral convictions than Dr. 
Carlozzi. My experience in the company leads me to doubt that such an attitude 
is compatible with the total Pfizer image of what is appropriate pharmaceutical 
marketing practice. 

In May 1958 advertisements for TAO were released with no intracompany 
physician surveillance. These were in violation of PMA principles Nos. 6 and 7, 
and they were refused publication by journals of the AMA. 

In December 1958 advertisements for TAO-MID were released in spite of 
medical department objection that claims made in the ads were misleading. 

In January 1959 advertisements for ENARAX were presented by the adver- 
tising manager to the medical departmeygt for approval. Approval was refused 
on the grounds that tables of data contained therein were false because the data 
actually referred to DARICON experience. It is accurate to say that there ads 
were deliberately designed to be misleading. Heated oral argument ensued 
over the refusal of management to require correction of the spurious data. The 
medical department in a January 21 memo emphasized in writing its opposition 
to this falsification. Management overruled the objections. The ads were 
mailed in March unchanged. 

As a result of the January conflict over DARICON substitutions for the 
paucity of ENARAX data, a discussion took place at the February meeting of 
the medical directors’ committee. The minutes of that meeting made the absence 
of company policy regarding advertising clearances a matter of record. Subse- 
quently, the FTC initiated inquiries about ENARAX, thus extending to the 
Roerig Division the regulatory intervention already imposed upon Pfizer’s other 
“ethical” domestic division in the case of Sigmamycin. ‘Two weeks after the 
FTC action, under legal duress so to speak, the first formulation of policy gov- 
erning clearance of advertising was issued. It placed responsibility on the 
very medical people who earlier had been denied the authority to act. 

I am compelled by these circumstances, as a matter of personal and profes- 
sional ethics, not to hold myself open to what might become an even more un- 
tenable position in human pharmacology. My summary resignation from my 
present post is in order, and I hereby tender it, to be effective August 1, 1959. 

Regretfully, 
M. A. Semeti, M.D., 
Medical Director. 
J. B. Roerte & Co., Ineo. 


Cuas. PFizER & Co., INC. 
cc: Other members of the board. 
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SoaRspALE, N.Y., July 31, 1959. 
Dr. J. O’NEIL CLoss, 


Executive Vice President, 
Pharmaceutical Manufacturers Association, New York, N.Y. 


Dear Doctor Cross: Only a portion of my reasons for the extraordinary act 
of summary resignation are recounted in the enclosed copy of my letter of 
severance from employment as medical director of J. B. Roerig & Co. Division, 
Chas. Pfizer & Co., Inc. 

The May 24, 1959, PMA statement of principles of ethical drug promotion 
indicates that your president will bring to the attention of the PMA board of 
directors ethical code violations that come to his notice. Since I know you 
personally I am writing to you directly to ask you to serve as an avenue to him. 
At the same time I am sending a copy of this letter to other acquaintances within 
the board. 

The Sigmamycin complaint is already a matter of record. The Enarax in- 
quiries are probably also known to you, although the background may not be. 
The failure to obtain clearance from any physician on Pfizer's staff for the TAO 
advertisements resulted in the rejection of the proposed material by several 
journals although “mailers” were sent out. 

My respect for the pharmaceutical industry is not shaken. Indeed, I am to 
resume working in this industry in just 2 weeks. There is no rancor in my 
act. It is rather my fond hope that by policing its ranks the industry may help 
Pfizer to gain the perspective it lacks owing to its immaturity. 

I submit that the medical profession and society in general expect and require 
of their great ally, the pharmaceutical industry, conduct that is in every way 
exemplary. Likewise, it is felt that the physician members of the industry must 
maintain an environment that is free of legal, ethical, and moral stigmata. 

Respectfully, 
M. A. Semert, M.D., Medical Director. 
J. B. Roerie & Co., Inc. 
CHAS. Prizer & Co., INc. 


CuHas. Prizer & Co., INC., 


Brooklyn, N.Y., November 20, 1959. 
Mr. JoHN W. CLEM, 


Paine, Webber, Jackson & Curtis, 
Beverly Hills, Calif. 


Dear Mr. Crem: Thank you very much for your letter and comments con- 
cerning the recent article in the Saturday Review which referred to advertising 
of our company’s J. B. Roerig Division. We want you to know that we greatly 
appreciate your taking the time and trouble to write our company, since this 
provides us with an opportunity to explain the facts about our ulcer drug, 
Enarax, and our advertising programs. 

Let us assure you that we at Pfizer have never attempted to misrepresent the 
results of clinical tests in our medical advertising. ‘Throughout our company’s 
110-year history, the basic tenet of our business has always been to give accurate 
and concise information about our products. In marketing our drugs, we make 
only therapeutic claims that can be fully substantiated by scientific reports. 

Let us also allay any fears that may have arisen about our drug Enarax. It 
is an excellent drug. It is the direct result of our company’s extensive research 
program—a program which has cost the company approximately $70 million 
during the last decade. This is a vast expenditure of money, but it has pro- 
duced a remarkable array of effective therapeutic agents including the anti- 
biotics, Terramycin and Tetracyn; the diabetic drug, Diabinese, and the iew 
antidepressant, Niamid. Discoveries such as these have brought new hope and 
health to hundreds of thousands of patients throughout the world. 

The new therapeutic agent, Enarax, has been found effective in relieving the 
symptoms of ulcers. Side effects have been mild and they can usually he 
minimized with a proper dosage schedule. Enarax is a combination of an anti- 
cholinergic drug (Oxyphencyclimine) and a tranquilizing agent (hydroxyzine). 
Before oxyphencyclimine was combined in Enarax and marketed, it was thor- 
oughly studied first in our laboratories for many months and then in human 
patients for more than a year. These studies showed the drug to be highly 
effective in treating peptic ulcers and other gastrointestinal disorders. 
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The other component, hydroxyzine, had been prescribed for almost 3 years by 
practicing physicians in the United States and had proved unusually safe and 
highly effective in relieving anxiety and tension, factors which often play a 
prominent role in gastrointestinal disorders. 

With the excellence of these two different agents proven through clinical ex- 
perience, our scientists combined their effectiveness in Enarax, a drug designed 
to control major symptoms of common gastrointestinal disorders. 

Before the new drug application for Enarax was submitted to the U.S. Food 
and Drug Administration and long before the drug was marketed, we began 
acute and subacute toxicity tests on the drug using hundreds of mice, rats, and 
other animals. These exhaustive tests were conducted in Pfizer’s Maywood 
Laboratories by Dr. Charles S. Delahunt, Dr. S. Y. P’an, and Dr. Robert B. 
Stebbings. Their work showed that the drug had no effect on food consumption, 
growth rate, mortality, and blood counts when compared with animals receiving 
a normal diet. 

As part of these toxicity tests, an independent medical investigator, Dr. V. J. 
Dardin of Georgetown University, Washington, D.C., made an exhaustive micro- 
scopic examination of tissue taken from animals that had received continuous 
Enarax therapy. This examination showed no tissue abnormalities in hearts, 
thyroids, lungs, livers, spleens, pancreas, stomachs, large bowels, small bowels, 
adrenals, kidneys, urinary bladders, gonads, bone marrows, eyeballs, and optic 
nerves, 

A series of carefully controlled clinical studies on 32 human patients was 
started in September 1957 in which the two components of Enarax (oxyphency- 
climine and hydroxyzine) were administered separately but concurrently. By 
following this method of testing, the two therapeutic agents had the same effect 
internally as if they had been combined in single tablets. These clinical studies, 
made by independent medical investigators, proved useful to the Roerig Medical 
Department in determining Enarax’s final dosage ratio. 

In making effective Pfizer’s new drug application for Enarax, the U.S. Food 
and Drug Administration had for its consideration the following data: 

1. Prior clinical studies in the files of the U.S. Food and Drug Admin- 
istration which were referred to in the Bnarax new drug application. 
These clinical case studies were for the two therapeutic agents (oxyphen- 
ecyclimine and hydroxyzine) that are combined in Emarax. The clinical 
evidence for oxyphencyclimine contained approximately 480 case reports, 
the result of more than a year’s clinical testing. In the case of hydroxyzine 
and hydroxyzine combinations, approximately 1,400 case reports were in- 
cluded, the result of several years of clinical tests. At the time of Enarax’s 
new drug application, over 200 milkion doses of hydroxyzine had already 
been administered to patients throughout the world with no major side 
effects reported. In addition, 42 individual clinical case reports on patients 
receiving Enarax were submitted—a perfectly adequate number of cases in 
view of existing clinical data amassed on the drug’s two active components. 
These Enarax clinical studies were conducted by independent medical 
investigators. 

2. Clinical data and individual case reports involving the concurrent use 
of hydroxyzine and oxyphencyclimine and the data relating to Enarax’s 
antisecretory properties. In the antisecretory studies, samples of stomach 
fluids were taken from human patients who were receiving Enarax therapy. 
Analyses showed ‘that the concentration and yolume of hydrochloric acid in 
stomachs were reduced following Enarax therapy—clinical evidence that 
the anticholinergic agent, oxyphencyclimine, retains its effectiveness when 
combined with hydroxyzine. These clinical studies were also conducted by 
independent medical investigators. 

8. Enarax’s acute and subacute toxicity tests conducted by our pharma- 
cology laboratories and by independent medical researchers. 

Regarding the promotion of Enarax 'to the medical profession, we wholeheart- 
edly subscribe to the principle that all medical claims and assertions contained 
in promotional communications should have medical review prior to their release. 
We are naturally disturbed—as you are—by the recent allegations made by the 
magazine. The article, however, is inaccurate. In this connection, we would 
like to draw your attention to the following points: 

1, All Enarax advertisements were approved by the Roerig Medical Depart- 
ment and were initialed with suggested revisions. Moreover, these suggested 
medical revisions were incorporated into Enarax advertisements. 
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2. The basis for our new drug application for Enarax, which was accepted 
by ‘the U.S. Food and Drug Administration, was not limited to Enarax 
clinical trials with 42 patients but included the far more extensive evidence 
described on page 2 and above: more than 480 clinical tests with oxyphency- 
climine, approximately 1,400 clinical cases with hydroxyzine and hydroxy- 
zine combinations, plus concurrent testing of hydroxyzine and oxyphency- 
climine, acute and subacuate toxicity tests, and the antisecretory clinical 
tests with Enarax. 

3. The therapeutic claims made for Enarax and its components, hydroxy- 
zine and oxyphencyclimine, are fully substantiated by scientific reports. 

‘narax had been proven safe and effective in 143 clinical cases before the 
first dose was made available to prescribing physicians. 

4. In the recent article relating to our Enarax advertising, reference was 
made to a certain Roerig advertising mailing piece. Only two panels of this 
three-panel advertisement were reproduced in the magazine. The three 
panels had actually been printed side by side. The omitted panel stated that 
Enarax was a combination of a tranquilizer and a “new long-acting anti- 
cholinergic.” If the complete advertisement were available, readers would 
have been able to see that the “summary of cases after more than a year’s 
clinical testing with this unique anticholinergic” referred primarily to “the 
long-acting anticholinergic’ mentioned in the omitted panel. Listed else- 
where in the advertising mailing piece, but not reproduced in the magazine, 
were the names of the two therapeutic agents in Enarax, oxyphencyclimine 
and hydroxyzine, and the quantities of each in milligrams. 

We at Pfizer are deeply conscious of our obligation to furnish clear, accurate, 
and helpful data in our advertising messages as well as in our technical com- 
munications. The dissemination of information about drugs to doctors is one 
of the most vital functions of the pharmaceutical industry in meeting the health 
needs of our country. It goes hand in hand with the task of developing and 
producing the most effective drugs to treat disease in the more than 100 countries 
in which we do business. 

Our sincere wishes and kindest regards. 

Sincerely yours, 

JoHN BE. McKEEn, President. 





CorresPoNDENCE Brerween Senators Keravver, Dirksen, AND 
Hruska, AND Press STATEMENTS 


Letters Written TO SENATOR Estes KEFAUVER, CHAIRMAN, SENATE ANTITRUST 
AND MoNnopoLty SUBCOMMITTEE, SENATE OFFICE BUILDING, WASHINGTON, D.C. 


Aprit 6, 1960. 

I learned from the ticker-tape and press that you will resume hearings next 
Tuesday, April 12, if the civil rights bill is acted upon by the Senate. The ticker 
tape also noted that you would call as witnesses a long list of doctors who will 
charge that drug prices are too high. 

In the January executive session we had agreed that the president of the 
American Medical Association and other physician’s groups would be called to 
testify as to several aspects of the drug industry. Instead, during the last series 
of hearings and those now contempiated by you, you will call individual doctors 
and not representatives of medical societies and associations. I do not believe 
that to be the objective approach in obtaining the thinking of 200,000 doctors 
throughout the United States on various issues raised during these hearings. 

Senator Roman L. Hruska, during his examination of Dr. Haskell J. Wein- 
stein, clearly showed that Dr. Weinstein was not a qualified expert to testify on 
any of the issues that he discussed although he did make headline stories on 
certain testimony that he later withdrew. If we are to have repeated testimony 
from such as Dr. Weinstein, Dr. Louis Lasangna, and others that you have 
called, it will be an unbalanced and unobjective record. 

Let me, therefore, respectively request that you supply me with the names of 
the doctors whom you intend to call as witnesses on Tuesday next, or on 


whatever date you set, and I would find it most convenient if I could have these 
names without delay. 


Sincerely, 
(Signed) Evererr McKiniry Dirksen. 


Apri 7, 1960. 

I am in receipt of a copy of Senator Dirksen’s letter to you dated April 6 and 
I fully concur with its contents. 

In accordance with the Reorgarization Act and with the rules of the com- 
mittee, the members of the subcommittee should be furnished copies of the state- 
ments of witnesses at least 24 hours before the hearing date; and sooner if the 
witnesses have submitted those statements in advance. I am reiterating the 
request I made to the chairman during the drug hearings in February. I under- 
stand some witnesses have been required to submit their statements 10 days 
prior to the date of testimony. 

In order for the subcommittee to conduct an objective hearing, it is most 
important that members of the subcommittee be given statements of the wit- 
nesses in sufficient time that they may carefully examine the contents of the 
statement and be prepared to ask necessary questions for an objective record. 

I, therefore, request that the members of the subcommittee be furnished the 
statements of the witnesses without delay. 

This morning I received by mail your press release of yesterday, which 
states that the hearings will conclude with the appearance of an economist, who 


was not identified by name or position. I would appreciate this information as 
soon as possible. 


Sincerely, 


(Signed) Roman L. Hruska. 
10576 





ADMINISTERED PRICES 10577 


Press RELEASE BY SENATOR EvERET®r MCKINLEY DIRKSEN AND 
Senator RoMAN L. Hruska 


Senator Everett McKinley Dirksen, Republican of Illinois, and ranking Re- 
publican on the Senate Antitrust and Monopoly Subcommittee, stated today that 
he and Senator Roman L. Hruska, Republican of Nebraska, a member of the 
subcommittee, wrote Senator Estes Kefauver, the chairman, pointing out that 
the subcommittee in its January executive session agreed to call the president 
of the American Medical Association and representatives of other societies and 
associations, but instead the staff had invited several doctors who were not 
experts in the field of the drug industry hearings. 

The letter points out that Senator Hruska, during his examination of one of 
he doctors, Haskell J. Weinstein, clearly showed that Dr. Weinstein was not a 
qualified expert to testify on any of the issues that he discussed although he did 
make headline stories on certain testimony that he later withdrew. The two 
Republican Senators noted that they do not believe that to be the objective 
approach in obtaining the thinking of 200,000 doctors throughout the United 
States on various issues raised during these hearings. 

Senator Hruska in his letter to the chairman further noted that witnesses 
called by the subcommittee in many instances had not furnished statements 24 
hours prior to their testimony as required by the rules, nor were the Senators 
appraised of the qualifications and background of the respective witnesses. 
Senator Dirksen and Senator Hruska stated today that although the release 
was issued some time Wednesday night, April 6, neither Senator Dirksen nor 
Senator Hruska received a copy of the release until midmorning on Thursday, 
April 7, after it had been released to the press and on the ticker tape. This lack 
of cooperation by the subcommittee staff with the Republican Senators of the 
subcommittee can in no way lead to objectivity in the conduct of the business 
of the subcommittee. Senator Dirksen and Senator Hruska noted that the 
chairman still prefers to call witnesses without consulting members of the 
minority and he has yet to call the president of the American Medical Associa- 
tion, who is the spokesman for the medical profession in the United States. 

Senator Dirksen and Senator Hruska also take exception to the comment in 
the press release, quote “I am convinced that the testimony of these nine wit- 
nesses will greatly assist the members of the subcommittee, as well as the general 
public in a broader appreciation of the complex factors involved in understanding 
the problems raised by the development and sale of new drugs.” 

They pointed out that the members of the subcommittee will be greatly as- 
sisted if the calling of witnesses were following the schedule agreed to by the 
executive session of the subcommittee and that a more balanced presentation of 
witnesses were invited to the hearings. Thus far, every doctor called by the 
subcommittee has been a known antagonist of the drug industry with the sole 
exception of Dr. Austin Smith, who repeatedly urged that he be called to testify 
before the testimony became too confused in the record concerning the drug 
industry. Senator Dirksen and Senator Hruska submit quotes from doctors who 
wrote to Senator Dirksen, unsolicited, as to their views, as follows: 

Dr. H. W. Wellmerling, Bloomington, Il. : 


* * * * * * * 


“Tt am sure most of them, [doctors], at least I always do, tell the patient that 
this is going to be a rather expensive prescription and try to give them an idea 
of the cost and tell them why and explain to them that it will cost them less in 
proportion to buy one prescription than half a dozen of something cheaper which 
in the long run would cost them more and they would not recover as quickly, 
therefore, would lose more time. I find when I do this most people do not mind 
the price that some of the antibiotics cost.” 


« x * * * * es 
Dr. Bruce F. Andreas, Mentor, Ohio: 
& * * + * z & 
“Perhaps we do have room for improvement in American medicine and the 
pharmaceutical industry. But American medicine today is the best the world 
has ever known, and our people are receiving better medical care than citizens of 
any other land. This has been made possible by our existing system, by our 
doctors, pharmacists, scientists, and by the confidence of our people. 
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“It would be folly to sacrifice this proven superior system for any other 
theoretically more idealistic approach.” 
* * * * * * * 
Dr. Frank A. Merlo, Big Rapids, Mich. : 
” * od * * * * 


“Having been in practice for 27 years, I consider myself extremely fortunate 
to discern the revolutionary changes that have occurred in medicine and surgery 
and to be able to compare the old with the new. The enormous progress made 
from 1938 to 1960 has had a tremendous impetus from the drug industry through 
their research and manufacturing facilities, by their own monetary facilities, 
and without help from grants from public funds, which if they had been sup- 
plied, are only forgotten by the public, who are too unmindful that any ap- 
propriation from the Department of Health and Welfare eventually reflects to 
their own pocketbook and ‘taxes,’ something to grumble about when the tax 
notice arrives. 

“A legitimate enterprise is entitled to a fair profit and the prices charged for 
any ‘wonder drug’ is within bounds.” 

Dr. Charles Sheard, Stamford, Conn. : 


*” * * * * * * 


“I have been heartsick and worried over the gullibility of the press and the 
public, and the great difficulty I have had—and I am sure my colleagues across 
the Nation have had—since so much adverse publicity recently. 

“Most of our profession are slightly used to battling ignorance, but I must 
confess it gets tiresome when you have to battle it in your lawmakers. I think 
of how Dr. Harvey had his battles when he tried to establish the truth of his 
theories concerning the circulation of the blood years ago in London, and I 
take heart however.” 

* * * * * * oF 

Dr. A. M. Beushoff, Jr., Renceverte, W. Va. : 

* o* ok * * ok * 


“T practice internal medicine. I have been out of medical school 10 years 
practicing and training, and there is hardly a day goes by that I am not truly 
grateful for the many wonderful drugs that I have available to help sick human 
beings. Some of these drugs have only been available 1 or 2 years. Most of 
them, except for penicillin and a few like insulin, have just come along since 
I got out of medical school in 1950. 

“It has been a wonderful thing for me to really get medicines that do a job 
and do it right, and enable me to practice more and more effective medicine, 
and that means save more and more human life. 

“My father, who is a physician, for most of his practicing life, did not have 
these things, and he was helpless in the face of many of the problems-of which 
these drugs make me competent. I am sure you are well aware of the fact that 
these drugs are available only because of the tremendous research that has been 
done by private American drug industry, to develop these things, and it cer- 
tainly is obvious that these companies are highly ethical, on the whole, and that 
they are certainly one of the major blessings of the people in this country. 
There is nowhere else in the world that there is an industry that is doing this 
for its people.” 


Press RELEASE BY ANTITRUST AND MONOPOLY SuBCOM MITTEE, THURSDAY, 
Apri 7, 1960 


Senator Estes Kefauver, chairman of the Antitrust and Monopoly Subcommit- 
tee, today released copies of letters addressed to Senators Everett M. Dirksen 
and Roman L. Hruska, members of the subcommittee. 

The letters follow : 

APRIL 7, 1960. 
Hon. Everett McKINLEY DIRKSEN, 
U.S. Senate, Washington, D.C. 


Deak Everett: Your letter of April 6 with respect to the resumption of the 
drug hearings on April 12 has just come to my attention. Although I am in- 
formed that your office was delivered a copy of my press release making this 
announcement, I am, nevertheless, enclosing another copy for your attention. 
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The only announcement which I ‘have made or‘am responsible for is the an- 
nouncement which I am enclosing. Iam unable to explain the ticker-tape an- 
nouncements or the press announcements which reflect the information that I 
am going to call as witnesses a long list of doctors who will charge that drug 
prices are too high. Indeed, I am most anxious to find the source of this release 
of information. The witnesses who have been invited to appear, as you will 
note, are respectable physicians and pharmacologists. Bach has done work on 
specific problems with which our inquiry is concerned. Bach, I am sure, will 
make an important contribution. These witnesses, in my opinion, are so well 
qualified that I think it unfair for anyone to characterize them as having been 
picked because “they will charge that drug prices are too high.” 

For your information, since our last hearing, Dr. F. J. L. Blasingame, execu- 
tive vice president of the American Medical Association, was contacted at my 
direction by Rand Dixon, in order to alert the association that an appearance 
by official representatives of the association was desired by the subcommittee. 
Originally it was contemplated to ask association representatives to appear dur- 
ing March. However, as you know, due to your objection and the civil rights 
debate in the Senate, it was necessary to inform Dr. Blasingame that a later 
date would have to be selected for the appearance of the AMA. I do not believe 
that we should invite the AMA to appear before the subcommittee until it is 
definite that you or other members of the subcommittee will not object to our 
sitting if the Senate should be in session. Just last week, Dr. Blasingame was in 
Washington and I had a brief conversation with him, wherein I assured him 
that it was still the desire of the subcommittee for the association representa- 
tives to appear before the subcommittee. He informed me that the appearance 
by the association would necessitate the board of trustees’ designating the mem- 
bers who would appear and testify, but that this would be done when a definite 
date was arranged for. 

For your information, I do not agree with you that the testimony of Dr. Wein- 
stein and Dr. Lasagna illustrated in any respect that they were not qualified 
to testify on the subjects on which they were heard. This may be your opinion 
and it may be shared by Senator Hruska, but I want you to know that I do not 
share in your views. 

As to the witnesses who are going to appear next week, I do not know to what 
these witnesses will testify, but I have instructed the staff that as soon as the 
statements of these witnesses are available, copies are to be immediately deliv- 
ered to you and the other members of-the subcommittee. 

With kind regards, I am 
Sincerely, 


Estes Keravuver, Chairman. 


AprRIL 7, 1960. 
Hon. Roman L. Hruska, 


U.S. Senate, Washington, D.C. 

DeaR RoMAN: Attached hereto is a copy of my letter of April 7 in answer to 
Senator Dirksen’s letter to me of April 6 in which you state you fully concur. 

For your information, as in the past, all of the witnesses who are to appear 
have been requested to deliver written statements to the subcommittee at least 
24 hours in advance of their appearances in accordance with the rules of the 
committee and the Reorganization Act. May I assure you that you and all of 
the members of the subcommittee will be furnished copies of such statements 
in every instance where the witnesses are able to comply with the rule. 

For your further information, the economist who is to appear before the sub- 


committee during the hearings next week is Dr. David Novick, Rand Corp., 
Santa Monica, Calif. 


With kind regards, I am 
Sincerely, 


Estes KEFrauver, Chairman. 


LeTrer From JoHn L. Harvey 


JANUARY 16, 1959, 


Mr. Josrrn KEtner, 
New York, N.Y. 

Dean Mr. Ketner: We have your letter dated December 19, 1958, and ap 
Preciate your desire for any additional information which may be of value to 
you in regard to the “Marsilid” problem. 

We agree with you completely in that full information concerning the proper- 
ties of “Marsilid” is important to the public and should be widely disseminated 
to the medical profession. Since the application submitted to us by Hoffman- 
35621—60—pt. 18——_-23 
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LaRoche has been regarded as confidential, as are all new drug applications, 
we have been unable to supply more information than that already made avail- 
able to the general public. 

In reviewing this problem at this date we find that with the exception of some 
of the case histories, and other detailed scientific data, all of the information 
and conclusions drawn therefrom have appeared in print or have been stated 
publicly. In effect, through the mutual efforts of Hoffman-LaRoche, various 
individual investigators, and members of our bureau of medicine, the important 
facts and statistics have been made public to the point where our files do not 
contain information which might shed further light on the problem. 

The historical data which we sent you in previous. communications are ac- 
curate and essentially complete. We have always been aware that “Marsilid” 
is a very potent drug with a wide spectrum of physiologic activities including 
the ability to produce severe and potentially dangerous untoward reactions. 
The drug was released only after careful investigation and the belief that the 
therapeutic value of the drug outweighed the danger of side effects. The pack- 
age insert used with the drug documented these recognized side effects care 
fully. Although the extensive clinical investigation to which “Marsilid” was 
subjected did uncover a few instances of the occurrence of jaundice during 
therapy, the medical specialist who were performing the studies diagnosed these 
cases as naturally occurring disease and did not regard ‘“Marsilid” as a possible 
causative factor. Therefore, our medical officers, on the basis of extensive la- 
boratory and clinical investigation had accurate reports of the potential toxicity 
of the drug but had no knowledge that hepatic injury could occur as a result 
of its therapeutic use. 

The stimulant properties of ‘“Marsilid” had been evident during its use in 
the treatment of tuberculosis. The uniqueness of these central nervous system 
actions stimulated investigation in the neuropsychiatric spheres. It became 
quickly apparent that in some individuals dramatic mood changes could be in- 
duced and long standing severe mental illnesses reversed by use of the drug. 
In April 1957, the drug was labeled for use in mental illnesses associated with 
depression. It was only when the drug was introduced into this very much 
expanded clinical area that the association of “Marsilid” with clinical jaundice 
began to be suspected. Because of the fact that the ‘“Marsilid” jaundice is 
almost identical both clinically and pathologically to the not uncommon disease 
termed infectious hepatitis the now accepted cause and effect relationship 
could not be established except by very careful analysis of the epidemiologic 
picture, after very extensive use of the drug. 

Early in 1958, the drug firm Hoffman-LaRoche advised us that although they 
were not convinced on the basis of the reports they had received that “Marsilid” 
could produce serious liver damage, tlfey felt that warning statements should 
be included in a brochure to physicians advising them of this potential danger. 
They indicated that they had begun a vigorous investigation of this situation 
and would report to us all of the results of these studies. We reviewed the 
information that they had available at that time including reports of 64 cases. 
of hepatitis associated with “Marsilid” therapy with 14 deaths. The incidence 
of jaundice based on prescription sales was calculated to be approximately 1 per 
4,000 patients treated. In those patients in which hepatitis was diagnosed the 
mortality rate was 22 percent, or 1 death per more than 16,000 patients treated. 
Conceding that the incident of infectious hepatitis, a disease nearly identical in 
to the cases reported, was approximately 1 per 4,000 patients in the general 
population and, according to experts, higher still in hospitalized and mentally ill 
patients, and in consideration of the incompleteness of many of the available 
reports, we agreed that it would be premature to draw any definite conclusions 
or resort to any widespread publicity other than informing physicians that 
reports of liver damage had occurred and that precaution should be taken. 

Based on the reports and comments of expert clinicians who were regularly 
using this drug, we considered “Marsilid” a valuable therapeutic agent justify- 
ing this conservative policy. The medical profession was notified by means of 
letters from the firm, the first dating back to January 14, 1958, and by a re- 
vised brochure, also mailed to physicians, which we accepted as adequate on 
March 14, 1958. The brochure has subsequently been revised to be even more 
informative. As you are aware, these procedures were augmented by news- 


paper publicity in regard to a case of “Marsilid” hepatitis and death occurring 
in San Francisco. 
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Marked concern was expressed at the time of the newspaper publicity regard- 
ing the old dosage recommendations. Side effects other than jaundice were 
known to be dose-related and the firm, as well as ourselves, hoped that the 
incidence of jaundice, if there was indeed a cause and effect relationship, would 
decrease with a decrease in dosage. Actually, we had no evidence that would 
indicate a dose relationship, but we considered reduction in recommended dosage 
another conservative step toward the end of diminishing the possibility of 
hazard. 

The general withdrawal of market packages of “Marsilid” not containing the 
new dosage recommendations and, more important, not containing the new 
brochure with the appropriate warning statements was also thought advisable 
and likewise gained a great deal of publicity. 

Since we first were appraised of this situation in February 1958, we have 
maintained a continuing investigation of the situation. A summary of the re- 
sults of this investigation indicates the following facts: 

(1) The number of “Marsilid’”-associated cases of hepatitis which have 
been reported has reached a figure of 230 with 51 reported fatalities. 

(2) A cause and effect relationship has been well established and ac- 
cepted; that is, “Marsilid’ does produce a particularly serious form of 
hepatitis. 

(3) The incidence is still estimated on the basis of sales as approximately 
1 per 3,000 to 4,000 with about a 20 to 25 percent fatality rate. 

(4) The affliction is apparently not dose related. 

(5) Factors which might be used to predict susceptibility to hepatitis 
have not been elucidated despite much investigation. 

(6) Specific methods to prevent or treat the disease have not been found. 

(7) Despite their awareness of the toxic potentialities of this drug, those 
specialists familiar with its use are for the most part adamant in their 
opinions that “Marsilid”’ is a particularly useful drug and should be kept 
available for use where indicated. 

Since the medical experts whom we have consulted consider this drug to be 
effective in selected patients afflicted with serious disease and since the incidence 
of this potentially fatal manifestation of drug toxicity does not appear to pro- 
voke a therapeutic risk greater than that associated with some other accepted 
therapeutic measures used in the practice of medicine, we have maintained the 
opinion that the drug should be kept available for use by physicians. However, 
we feel that the drug should be employed only by those clinicians who are 
familiar with treatment with this drug and in patients in whom the risk in- 
herent with this form of therapy is justified by the severity of the illness. We 
feel that the labeling being distributed with ‘“Marsilid” at present adequately re- 
flects the cautions necessary ot insure proper use of the drug. 

Enclosed you will find a list of publications concerning “Marsilid” toxicity 
which you may wish to consult. We sincerely hope that this communication 
will contain the desired information. 


Sincerely yours, 


Joun L. Harvey, 
Deputy Commissioner, Food and Drug Administration. 


The Clinical Significance of the Emergence of Drug-resistant Organisms During 
the Therapy of Chronic Pulmonary Tuberculosis with Hydrazides of 
Isonicotinic Acid: New England J. Med. 248 :1081-1087 (June 25) 1953 

Griesemar, E. C., et al.: Potentiating Effect of Ipromiazid on the Pharma- 
cological Action of Sympathemimetic Amines, Proc. Soc. Exp. Biol. (NY) 
84(3) :699-701 (Dec.) 1953 

O’Conner, J. B., et al.: Side Effects Accompanying Use of Iproniazid, Am. Rev. 
Tuberc, 68 : 270-272 (1953) 

Selikoff, I. J., et al: Withdrawal Symptoms Upon Discontinuance of Iproniazid 
and Isoniazid Therapy, Am. Rev. Tuberc. 67: 212-216 (1953) 

Schallek, W. & D. Wals: Effects of Isoniabid and Iproniazid on the Central 


— System of the Dog, Am. Rev. of Tuberculosis 69(2) : 261-266 (Feb.) 
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Coates, BD. O., Jr., et al: Toxicity of Isonicotinic Acid Hydrasides in Pulmonary 
Tuberculosis ; Toxicity of Isoniazid and Iproniazid Used Alone and in Com- 
bination with Streptomycin or p-Aminosalicylic Acid. AMA Arch. Int. Med, 
93 (4) : 541-549 (April) 1954 

Baroni, V. & G. F. Scalfi: Iproniazid Therapy of Pulmonary Tuberculosis, 
Giornale Italiano De Chemioterapia (Milano) 1(3-4) : 531-535 (Jul.—Dec.) 
1954 

Pleasure, Hyman: Psychiatric and Neurological Side-Effects of Isoniazid and 
Iproniazid, AMA Arch. Neurology & Psychiat. 72: 313-320 (Sept.) 1954 

Bosworth, D. M., et al: Toxicity to Iproniazid (Marsilid) as it Affects Oeseous 
Tuberculosis, Sea View Hosp. Bull. (New York) 15(3) : 134-140 (Jan.) 1955 

Bosworth, D. M., et al: A Comparison of the Efficacy of Iproniazid (Marsilid) 
and Isoniazid (Pimifon) in the Treatment of Bone and Joint Tuberculosis, 
Sea View Hosp. Bull. (New York) 15(3) : 125-133 (Jan.) 1955 
esmoules, R., et al: Treatment of Pulmonary Tuberculosis with Iproniazid, 
Laval Medical (Quebec) 20(2) : 314-320 (Feb.) 1955 

Mitchell, R. 8.: Fatal Toxic Encephalitic Occuring During Iproniazid Therapy 
in Pulmonary Tuberculosis, Ann. Int. Med, 42(2) : 417-424 (Feb.) 1955 

Morin, J. & N. Pult: Psoriasis et Marsilid, Dermatologica (Basel) 110(2): 
170-173 (Feb.) 1955 

Ogilvie, C. M.: The Treatment of Pulmonary Tuberculosis with Iproniazid 
(1-isonicotinyl-2-isopropyl hydrazine) and Isoniazid (isonicotinyl hydrazine), 
Quarterly J. Med. (Oxford) 24(94) : 175-189 (April) 1955 

Griesemer, FE. C., et al: Adrenergic Eleckade by Ipaniazid, Experientia (Basel) 
11(5) : 182-183 (May 15) 1955 

Schmitt, H. & P. Gernard: Effect of Iproniazid on Response of Nictitating 
Membrane of Cat to Sympathemimetics, C. Rand. Acad. Se. 240(26) : 2573-2575 
(June 27) 1955 

Crane, George E.: The Psychiatric Side-Effects of Iproniazid, Am. J. Psychiat. 
112: 494-501 (Jan.) 1956 

Bosworth, D. M.: The Treatment of Tuberculous Lesiors of Bones and Joints 
with Iproniazid (Marsilid), N.Y. State J. Med. 56(8) : 1281-1284 (Apr. 15) 
1956 

Fouts, J. R. and B. B. Brodie: On the Mechanism of Drug Potentiation by 
Iproniazid (2-isopropyl-1-isonicotinyl hydrazine) J. Pharm. Exp. Ther. 116(4) : 
480-485 (Apr.) 1956 

Angst, J.: Treatment of Multiple Sclerosis with Rimifon and Marsilid, Schweiz, 
Med. Wachr. 86(20) : 501-503 (May 19) 1956 

Crane, G. E.: Further Studies on Iproniazid Phosphate; Isonicotinil-Isopropyl- 
hydrazine Phosphate Marsilid, J. Netv. Mont. Dis, 124(3) : 3822-331 (Sept.) 
1956 

Lukinovich, N. & A. Vichi: Psychological Changes in the Course of Therapy of 
Tuberculosis with Marsilid, Machr. Psychiat., (Basel) 132(5-6) : 364-380 
(Nov.-Dec.) 1956 

Bosworth, D. M.: The Treatment of Tuberculous Lesions of Bones and Joints 
with Iproniazid (Marsilid), N.Y. State J. Med. 56: 1281-1284 (1956) 

Shore, P. A. & B. B. Brodie: L&D-Like Effects Elicited by Reserpine in Rabbits 
Pretreated with Iproniazid, Proc. Soc. Exp. Biol., N.Y. 94(3) : 483-435 (March) 
1957 

Chessin, M., et al: Modifications of the Pharmacology of Reserpine and Serotonin 
by Iproniazid, J. Pharm. Exp. Ther. 119(4) :453-460 (Apr.) 1957 

Scherbel, A. L.: The Effect of Isoniazid and of Iproniazid in Patients with 
Rheumatoid Arthritis, Cleveland Clin. Quarterly 24(2): 90-97 (Apr.) 1957 

Westling, H.: On the Effect of Iproniazid on the Histamine Sensitivity of the 
Unanaesthetised Guinea-pig, Acta Physiol. Scand. 40(1):10-20 (Sept. 17) 
1957 

Davnson, A. N.: The Mechanism of the Irreversible Inhibition of Rat-—Liver 
Moncamine Oxidane by Iproniazid (Marsilid), Biochem. J. (London). 67 (2): 
816-322 (Oct.) 1957 

Ayd, F. J., Jr.:: A Preliminary Report on Marsilid, Am. J. Psychist. 114(5) :459 
(Nov.) 1957 

Dooneief, A. S., & C. E. Crane: Iproniazid as Adjunct in the Treatment of 
Debilitated Patients with Tuberculosis, N.Y. State J. Med. 57(21) :3477-3480 
(Nov. 1) 1957 

Schenbol, A. L.: III. The Effect of Isoniazid and Iproniazid in Patients with 
Rheumatoid Arthritis, Cleveland Clin. Quart. 24 :90--97 (1957) 
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Schopbach, R. R.: Clinical Note Concerning Iproniazid (Marsilid) Am. J. Psy- 
chiatry, 114:838-839 (March) 1958. 

Breitner, Carl: Marsilid in Catatonic Schizophrenia, Am, J. Psychiatry 114 :941 
(Apr.) 1958 

Ferreira, Antonio J. DeLis & Harry Freeman: A Clinical Trial of Marsilid in 
Psychotic Depressed Patients, Am. J. Psychiatry 114 :933-934 (Apr.) 1958 

Orland, Frank & Nathan L. Comar: The Adjunctive Use of Iproniazid in Psy- 
chotherapy, Dis. Nerv. System 29:182-185 (Apr.) 1958 

Robie, T, R.: Marsilid in Depression, Am. J. Psychiatry 114 :986-937 (Apr.) 1958 

Dally, P. J.: Indications for Use of Iproniazid in Psychiatrie Practice, Brit. Med. 
J. 1:1838-1339 (June 7) 1958 

Zetzel, Louis & Norman Kaplan: Liver Damage Concurrent with Iproniazid 
Administration, New Eng. J. Md. 258:1209-1211 (June 12) 1958 

Frantz, A. G.: Fatal Jaundice Associated with Iproniazid (Marsilid) Therapy: 
Report of a Case, J.A.M.A. 167(8) :987-988 (June 21) 1958 

Smarr, Erwin R., et al.: Experiences with Marsilid with Report of One Death, 
Am. J. Psychiatry 114:1115-1116 (June) 1958 

Randall, Lowell O. : Toxicology of Marsilid, J. Clin. & Exper. Psychopath, 19 :178- 
182 (June) 1958 

Toxicity of Iproniaszid : Editorial, J.A.M.A. 168 :50 (Sept. 6) 1958 

Benaim, S. & M. F. Dieen: Jaundice Associated with Administration of Iproni- 
azid, Brit. Med. J. pp. 1068-1070 (Nov. 1) 1958 

Papp, Cornalip & S. Bommin: Toxie Effects of Iproniazid in a Patient with 
Angina, Brit. Med. J. pp. 1070-1072 (Nov. 1) 1958 

Fisher, J. D. & M. F. Oliver: Iproniazid Jaundice, Brit. Med. J. 2:1225-1226 
(Nov. 15) 1958 

Rosenblatt, Milton B.: Iproniazid (Marsilid) Hepatitis, N.Y. State J. of Med. 
58 (22) :3680-3681 (Nov. 15) 1958 

Robie, T. R.: Toxicity of Iproniazid, J.A.M.A 168:1802 (Nov. 29) 1958 

Shay, Harry & David C. H. Sun: Massive Necrocis of the Liver Following 
Iproniazid, Ann. Int. Med. 49(5) :1246-1252 (Nov.) 1958 

Discussion: Is Marsilid a Dangerous Drug? [Panel: Mattia, Nathan S. Kline, 
Leo Alexander, Eugene R. Jolly, Bagdon, Train, Theodore R. Robie, Ornstein, 
Charles Buckman, Bosworth, David Impastato, Gahagan] Dis. of the Nerv. 
System 19 :548-555 (Dec.) 1958 

Floody, Robert J., Robert BE, Dixon & V. D. Mattia, Jr.: Marsilid Toxicity (A 
Preliminary Report) Dis. of the Nerv. System 19:541-544 (Dec.) 1958 

Randall, Lowell O. & Robert E. Bagdon: Toxicology of Marsilid and Other Amine 
Oxidase Inhibitors, Dis. of the Nerv. System 19 :539-540 (Dec.) 1958 

Popper, Hans: Pathological Findings in Jaundice Associated with Iproniazid 
Therapy, J.A.M.A. 168(17) :2235-2242 (Dec. 27) 1958 


LETTER SUBMITTED BY Dr. MEYERS 


; JUNE 20, 1958. 
Deak Leo: Just a hurried note the day before our departure, to fulfill my 
promise to send you a brief report on Ro 5-0810/1 before I leave for Europe. 
The number of cutaneous infections which we have had available for this 


study during the past few weeks have been very few. The following briefly 
outlines the results: 





Diagnosis Organism Results 





Impetigo contagiosa 

Folliculitis of the... ........... 

Bockhart’s folliculities (of leg 
and buttocks). 

Infected leg ulcer in patient 
with myeloma. 


4 | Staph. aureus coagulase plus_| All cleared in 4 to 5 days. 
3 OL ais Le bwonsbtidhs seu Cleared in 7 to 10 days. 
3 
1 







..-.-40 
Staph. aureus coagulase plus | 1 cleared in 7 days; 2 improved, 
in 2, 1 contaminated. 
Ps. aeruginosa.........--..-. Not tolerated, caused burning 
and inflammatory reactions. 














Studies will be continued by my associates during this summer, and I’ll try 
to have a more detailed report ready for you in the fall. As you know, I’m 
going to spend the summer with Ronnie and Helen, and await the birth of my 
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grandchild. I hope to see Johann Frey while in Switzerland, and perhaps dis- 
cuss some dermatological problems with Professors Pushli at Basle and Dela- 
cretez at Lausanne. 

Hope you and Lori have a very pelasant summer. 


HARVARD UNIVERSITY, 
MEDICAL SCHOOL, 


Boston, Mass., April 5, 1960. 
Hon, Estes KEFAUVER, 


U.S. Senate, Subcommittee on Antitrust and Monopoly, 
Washington, D.C. 


Dear SENATOR KEFAUvER: This is in reply to your letter of March 21 in regard 
to my appearance before the Subcommittee on Antitrust and Monopoly in its 
general hearings on Wednesday, April 13. 

I had merely planned to present before your subcommittee a series of labeled 
bottles of antihistamines, antibiotics, steroid compounds, and tranquilizers to 
demonstrate how difficult it is for the physician to tell exactly which drug 
he is prescribing. 

I had planned to show that the trade name of the drug appears in the largest 
letters on the label and since this is different for every company selling the 
same drug, confusion is bound to result. This confusion is compounded by the 
fact that depending upon whether the drug were USP or NND or a new drug 
not included in either, the official name might be present in small letters, not 
be present at all, or be in the form of an organic chemical formula not intel- 
ligible to the large majority of practicing physicians. 

With my very busy schedule, it has not been possible for me to collect this 
material so that I will not be able to appear before your committee as I had 
previously hoped. 

You may make this letter a part of the record if you wish. 

With many thanks once again for the invitation to appear before your com- 
mittee, I remain. 

Sincerely yours, 
Davip D. Routstetn, M.D., 
Professor and Head, Department of Preventive Medicine. 


AMERICAN MEAT INSTITUTE, 
Chicago, Ill., January 27, 1960. 
Dr. SoLromMon Garp, . 
Department of Pharmacology, 
Albany Medical College of Union University, 
Albany, N.Y. 


Dear Dr. Gars: This is in reply to your letter of January 8 in which you 
make inquiry regarding the Federal Meat Inspection Division of the U.S. 
Department of Agriculture. 

The MID program is paid for by the Federal Government. The State inspec- 
tion programs are, for the most part, modeled after the Federal program. In 
some States, however, the government pays the full bill and in other instances 
the packer pays the bill. 

We believe that as a matter of principle the Government should pay for this 
function because it is an essential public health service. 

Federal Meat Inspection has been in effect for more than 50 years. Until 
the Poultry Products Inspection Act was enacted a couple of years ago, meat 
was the only food required to undergo continuous processing inspection prior 
to movement in interstate commerce. Meatpackers are in agreement with in- 
spection designed to assure consumers of a product which is wholesome and 
suitable for human consumption. A question of possible infringement of rights 
might arise as the result of persistent governmental efforts to write standard- 
ized recipes for products. 

For additional information I suggest that you write Dr. A. R. Miller, Chief, 
Meat Inspection Division, U.S. Department of Agriculture, Washington, D.C. 
Please let me know if I may be of further service. With all good wishes. 

Sincerely, 
HERBERT B. BAIN, 
Director, Department of Public Information. 
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PareR DELIVERED BEFORE THE AMERICAN DRUG MANUFACTURERS’ ASSOCIATION, 
Wuite SutpHur Sprines, W. Va., ON May 27, 1958, py DAPHNE LEEDs, 
ASSISTANT COMMISSIONER OF PATENTS IN CHARGE OF TRADEMARKS 


DRUG NAMES AND TRADEMARKS 


When Dr. Bambach asked me if I could accept an invitation to talk with 
you at this meeting, I hesitated not one moment in giving an affirmative answer, 
adding that it had been my desire for years to talk to this particular group. 
Then came the formal invitation from your President, followed by my formal 
acceptance, and then followed the weeks of concern about what I should say, 
how much I should say, and how to approach the whole thing. 

My interest in talking with you long antedates my embarkation upon official 
duties in Washington, and my comments today will be partially official and 
partially unofficial. I shall not wear two hats—but I will first wear my official 
hat and then I will take it off, let down by hair and point up some of the 
problems, as I see them, which are confronting you, the manufacturers of 
biologicals, medicinal chemicals, and pharmaceuticals. You will note that by 
using the title “Drug Names and Trademarks,” I gave myself a wide berth 
in content. 

Recognizing that you who are here today come primarily from the operations 
side of business management rather than from the legal side, it might be 
well to review briefly what a trademark is and what it is not, in order that 
what follows may be put in proper perspective. 

Many lawyers, and even some courts, seem to proceed on the theory that trade- 
marks involve only the applicability of semantics; others seem to suffer from 
the disease of monopolyphobia ; and others seek to apply mathematical formulas 
to determine infringement; and still others engage in meticulous analysis of 
words and components of words in an effort to find “weaknesses” in them and 
thereby avoid the more difficult task of attempting to measure probable im- 
pact, impressions, and associations created by trademarks or brand names as 
they appear on products moving in their usual channels of trade. 

Our Federal statute defines a trademark as a word, name, symbol, or device, 
or any combination thereof, adopted and used by a manufacturer or merchant 
to identify his goods and distinguish them from those of others. We are here 
concerned with word marks—shall we say “drug names’”—words adopted by 
one drug manufacturer to identify his product and distinguish it from those of 
others. These words may be common English words arbitrarily used; they may 
be coined, made up, or “invented” words comprising an unknown grouping of 
letters; but in your field they are more likely to be words “fabricated”, shall 
we say, from syllables taken from the names of ingredients of the product, or 
from words having some relationship with the disease to be treated, or from 
the general category of product, or from the results of using the product. 

Semanticists are of little help in trademark matters. This is because we are 
ordinarily not so much concerned with the actual derivations or meanings of 
words as we are with the results of what a person has done with them. Whether 
a trademark is an ordinary English word used arbitrarily on a product, or a 
coined madeup word which has no meaning, or a fabricated word suggesting 
ingredients or results of use, or a descriptive word, or a geographical name, 
or a surname, the’ impression created by the mark.is as strong as the user has, 
through his own efforts, made it. 

A clear understanding of what a trademark is, and what it is not, and what 
its function is, is the best treatment for monopolyphobia. As long ago as 1918, 
the Supreme Court wrote the prescription, and all of the “research” which has 
followed has in no way improved uponit. The Court said: 

“There is no such thing as property in a trademark except as a right ap- 
purtenant to an established business or trade in connection with which the 
mark is employed * * * The right to a particular mark grows out of its use, 
not its mere adoption; its function is simply to designate the goods as the 
product of a particular trader and to protect his goodwill against the sale of 
another’s product as his; and it is not the subject of property except in connec- 
tion with an existing business. * * * 

“The owner of a trademark may not, like the proprietor of a patented inven- 
tion, make a negative and merely prohibitive use of it as a monopoly. * * * 

“In truth, a trademark confers no monopoly whatever in a proper sense, but 
is merely a convenient means for facilitating the protection of one’s goodwill 
in trade by placing a distinguishing mark or symbol—a commercial signature— 
upon the merchandise or the package in which it is sold.” 
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To put it another way, though it cannot be said as well as the Court said it, 
trademarks foster competition between manufacturers because they make pos- 
sible a choice between competing articles by enabling the buyer to distinguish 
one from the other and to select what he wants or what he has been led to be- 
lieve he wants. The basis for protection of trademarks, therefore, is not to 
foster monopoly in either a product or a word, but it is, as the committees of 
Congress have said, to protect the public from confusion, mistake, and de- 
ception, to foster fair competition, and to secure to the business community the 
advantages of reputation and goodwill by preventing their diversion from those 
who have created them to those who have not. 

Since trademarks do not exist in a vacuum, the determination of the right 
of a trademark user to be protected in his reputation and goodwill cannot be 
made in a vacuum, and there is no mathematical formula which can be used in 
determining that right. Equations are inapplicable because it is not the mark— 
the words or name—which is to be protected. It is the public and the market, 
investment, product acceptance, business reputation, and goodwill of the user 
of the mark which is deserving of protection. 

As for analysis of marks, and the meanings of certain components, it is largely 
a waste of time to consider them. Consideration must, of course, be given to the 
nature of the word or mark as it appears on the product, but only from the 
standpoint of what its significance is likely to be to the people who are the aver- 
age buyers of the product—and even this must be tempered with what the trade 
mark user has done to build consumer recognition of the mark and demand for 
the product. Purchasers—and especially the general public—are governed by 
impressions created by a mark. They not only do not dissect and analyze marks 
and consider the meanings of their syllables—they wouldn’t even understand 
if it were done for them. 

In the field of trademarks we are dealing not with tangible things which we 
ean hold in our hands—we are dealing with psychological reaction and mental 
associations—the psychology of the market where the products are sold. 

With this statement of concept, we turn now to the specific trademark prob- 
lems of your industry—not only as these problems affect you, but as they affect 
those of us who must, from time to time, resolve controversies between phar- 
maceutical manufacturers, and as they affect the public interest and our 
national interest in the international trade picture. 

At the outset, it must be recognized that the very nature of your products, 
biologicals, medicinal chemicals andpharmaceuticals—embody a high degree 
of public interest. As a result, your advertising comes under the scrutiny of the 
Federal Trade Commission, your labeling is generally prescribed by the Federal 
Food, Drug, and Cosmetic Act, and the labels come under the scrutiny of the 
Food and Drug Administration. Your production of biologicals comes under 
the scrutiny of Public Health, and the labels for them under NIH and the 
Surgeon General. In addiiton, your efforts are subject to all other laws affect- 
ing business generally; and your products may be prescribed and sold only in 
accordance with State law. 

It is this public interest which gives us concern at times, because the courts 
have described by official position as one of the guardianship of the public 
interest. Unlike most industries which ordinarily have well-defined and often 
single channels of product distribution, your products “cover the waterfront.” 
They may be over-the-counter products; they may be dispensed only on prescrip- 
tion; they may be prescription products of a nature that experience will permit 
to be removed from that category and sold over-the-counter; or they may be 
sold only for administrtion by a physician or other skilled technician. 

Your products take various forms. They may be liquids, powders, ointments, 
emulsions, tablets or capsules. They may be for internal use, taken orally, intra- 
muscularly or intravenously, or they may be for external use. 

Your products may pass through many and varied hands—with many and 
varied levels of education—before they are actually administered. There are 
various levels at which confusion can result or mistake can be’made. The doc- 
tor may not always have infallible recollection; the pharmacist may misread a 
prescription (I think we all know that doctors are not noted for good penman- 
ship) ; the nurse or hospital attendant may misread or misremember. Or the 
eonsumer may misremember. It is also possible for a pharmacist to practice de- 
ception by filling a prescription with a product which he believes to be the same 
or as good as that prescribed. 

Yet, we are required in the administration of the trademark law to deter- 
mine whether one trademark so resembles another mark previously registered 
or used, as to be likely to cause confusion, mistake or deception of purchasers. 
In making that determination, we must, among other things, consider the 
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specific nature of the products; the method of dispensing, i.e., over-the-counter 
or prescription, and the likelihood, if any, that this method might change; the 
probable effect on the consumer of confusion or mistake; the circumstances 
and conditions surrounding the purchase and sale of the product; the care 
exercised by the consumer in making the purchase; and the market practices of 
the industry. Now, these market questions are considered in all trademark 
eases, but the situation is somewhat different, and the responsibility is not quite 
so great, if we are dealing, for example, with soaps and detergents rather than 
with pharmaceuticals. The determination is not an easy one—particularly 
when it is realized that we are, in the final analysis, making the determination 
on a basis of probable associations and reactions in the light of your industry 
practices. 

Now, this is where I become “unofficial” to the extent that I urge you to re- 
examine your trademark practices in the frame of reference of today’s world 
picture. I am urging it not as a Government official, but as an American: 
businesswoman vitally interested in proving to the world the superiority of 
our capitalistic system. Please note that I use the term “capitalistic system” 
and not “free enterprise system” or “free competitive economy,” or any of the 
other phrases which are used in avoidance of the word “capitalistic.” Some- 
where along the line “capitalism” became a bad word, and businessmen, poli- 
tician, teacher, and student seem to avoid its use. Ours is a system of private 
ownership of business where profit is the motivating force, a capitalistic system 
which has provided more people with more things for a more comfortable and 
longer life than any other system tried by man. We in this country know this, 
and we are now engaged in a struggle to prove it to the people of other nations— 
and one of the battlefields is international trade. 

What, you may ask, do trademarks have to do with this? My answer is, “A 
great deal,” but here I shall restrict my comments to your specific situation. 

Almost from the beginning of the drug industry in this country it has been the 
practice to give to specific products specific names—or trademarks. These drug 
names, though technically qualifying as trademarks—are actually used by both 
professional people and the public as the names, and the only known names of 
the products. The result is as many names for a given product as there are 
manufacturers—with the public believing that the products bearing the different 
names are not the same. Another result is tens of thousands of words already 
added to the language and hundreds more being added each year, between which 
doctors, druggists, and consumers are expected to differentiate. 

It is true that you are required to put on your labels the “generic designa- 
tion” of the product, but for the most part, this designation has little mean- 
ing except to the scientist or other person versed in the nomenclature. You 
“educate” doctors to prescribe by the trademark name. 

Still another result of the practice is the proposal of such legislation as was 
favorably considered a few years ago by the California Legislature which would 
have permitted pharmacists. who receive a prescription setting forth a trade- 
mark name to fill it with any product which he determined to be the same product 
of the same potency, albeit made by another manufacturer. It is not enough 
to say that the proposal did not become law. Next time it may. 

Another serious result is national legislation similar to the Dispensing Chem- 
ists Act of Denmark under the terms of which the use of trademarks as we 
know them in the pharmaceutical industry, will be severely restricted or even 
prohibited. It is not enough to say that such provisions violate the International 
Convention for the Protection of Industrial Property. If, as well may be the 
case, our nation stands alone in the charge that the convention is violated, 
what next? Do we—and by “we” I mean this conntry’s pharmaceutical manu- 
facturers—stop shipping to Denmark? And, if the situation prevails in Den- 
mark, is not the next logical step its extension to the free trade area of the 
Buropean common market? 

Then, too, there is the matter in some countries of compulsory licensing for 
Teasonable royalties of pharmaceutical patents. Added to this is the fact the 
Soviet Union has access to all the know-how taught by your pharmaceutical 
patents—and they are thereby relieved of the time, energy and money you have 
spent in research. They also have access to your product names which you have 
adopted as trademarks. They have no respect for your rights in either. 

And finally, there is the matter of some munufacturers adopting as trade- 
marks names which are likely to mislead the public. For example, the word 
“tranquilizer” is a word of rather recent origin in your industry, and it has 
an “understood,” but ill-defined meaning, to both the trade and public. The 
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American Medical Association’s: efforts to establish a, standard nomenclature 
such as “analgesics,” “antihistamines,” etc., probably came too late. to accom- 
plish its purpose so far as the public is concerned. 

It is disturbing to note, however, that some pharmaceutical manufacturers 
are attempting to take advantage of the publicity attendant upon the “tran, 
quilizers” and are not only adopting as trademark, names, words. embodying 
“tranquil,” “tranqui-,” or “tranquo,” or syllables from and suggestion associa- 
tion with the well-known Miltown or Equanil for simple analgesics, but they 
are not Satisfied with that; they are labeling ordinary simple over-the-counter 
analgesics as “tranquilizers,” “tranquilizing aids,” or “sedatives.” I am not sug- 
gesting that this picture is common to the trade, but the trademark application 
records, all of which are open to the public, indicate that it is not altogether 
uncommon, 

It is apparent that I have raised some questions without giving any answers, 
In summary, the questions are: 

1. Does the public interest in the products of the pharmaceutical industry 
transcend the private right to utilize product names as competitive tools? 

2. Do the drug names which your industry uses actually perform the func- 
tion of trademarks identifying and distinguishing the products of one manufac, 
turer from those of another, or do they merely provide a convenient common 
name for the products? 

8. Is more to be gained goodwillwise and reputationwise by giving each prod- 
uct a specific name—or trademark—than by using an industrywide common 
name and promoting the sale of the product under your house name? 

4. Considering the world picture—where success or failure in the field of in- 
ternational trade has a great bearing on success or failure in the struggle for 
men’s minds—can you better afford to lose the exclusive right to use a product 
name or to lose the market? 

I do not profess to know the answers to these questions, and I would not 
even proffer a guess. Only you—and those like you—can find the right answers. 
I have raised the questions because along with 174 million others, I am fright- 
fully interested in this international chess game where the stakes are high and 
the game is being played for keeps. 

My confidence in your finding the right answers is great, and I have dared 
raise the questions only because developments of the last few years, it seemed 
to me, required a reexamination of the commercial facts of life in your industry 
with a view toward attaining that high level of business statemanship which 
you expect of yourselves and which we “common folk” have come to expect of 
you. 

I am glad you asked me to come, and I am grateful for your attention. 


AMERICAN MEDICAL ASSOCIATION, 


Chicago, Ill., September 24, 1959. 
Sotomon Garp, M.D., 


Department of Pharmacology, 
The Albany Medical College of Union University, 
Albany, N.Y 


Dear Docror GarsB: This will reply to your inquiry of September 11 concern- 
ing the manner of selection by the council of nonproprietary (generic) names. 
At the outset, it might be well to point out that the council adopts nonproprietary 
names for only those products containing a single active ingredient or extracts 
from a single source which are expected to be placed on the domestic market. 
U.S. pharmaceutical manufacturers are encouraged to submit as eary as pos- 
sible for the council’s consideration a name devised in accordance with “General 
Principles for Guidance in Devising International Nonproprietary Names for 
Drugs” of the World Health Organization, copy of which is enclosed. Manu- 
facturers sometimes prefer to submit several suggestions for a single prep- 
aration or seek the council’s aid in devising a suitable name. In any case the 
matter is initially referred to at least one member of the council’s committee 
on nomenclature and a chemical consultant. If a proposed name is considered 
objectionable, an alternate name designed to overcome the objection is recom- 
mended to the firm. as a replacement for the original proposal, When mutual 
agreement has been reached at this preliminary state, permission to transmit the 
terminology for consideration by the cooperating outside agencies (the USP, NF, 
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WHO, and BPC) is cleared with the manufacturer or withheld when requested. 
The name is subsequently presented to the council for formal action in the form 
of a recommendation for tentative adoption with |the understanding that adop- 
tion will become final after a temporary period if no objections are received 
from the aforementioned outside agencies. If an objection is received during 
the temporary period and is considered to be .a valid one by a referee on the 
nomenclature committee the firm is requested to give consideration to an alter- 
nate name. This is then presented to the council for adoption, such action to 
be considered final and the cooperating outside agencies.so informed. 
I hope that the above will serve to answer your question: 
Sincerely yours, 
Miss Cecm1a Conroy, 
Staff Assistant. 


GENERAL PRINCIPLES FOR GUIDANCE IN DEVISING INTERNATIONAL NONPROPRIETABY 
NAMES FOR Drues 


1. Names should, preferably, be free from any anatomical, pathological, phar- 
macological, physiological, or therapeutic suggestion, except in the case of 
biologicals, which are commonly identified according to anatomical or pathologi- 
cal source. ' 

2. For chemically defined drugs, an attempt should first be made to form a 
name by a combination of syllables that will connote or suggest their primary 
chemical structure and significant chemical groups For chemically undefined 
substances, an attempt should be made to form a name descriptive of their deriva- 
tion or source. In the case of chemical compounds, preference should be given 
to the use of the following syllables, unless prior usage or other circumstances 
makes their application to a given structure impractical ; 


English French German Description 


(to be added by for alkaloids and organic bases. 
WHO), 


for glycosides and neutral principles. 
for alcohols and phenols (—OH groups). 
.--| for aldehydes. 
for ketones and other substances contain- 
ing the CO group. 
for unsaturated hydrocarbons, 
for saturated hydrocarbons. 
~ mercurial compounds, 
capto Pp debe ; or mercaptans, 
sulfonum..... sulfone for sulfone derivatives. 
sulfa cilomeey for derivatives of sulfanilamide which exe 
hibit antimicrobial activity. 


3. Names should be distinctive in sound and spelling. They should not be 
ene long and should not be liable to confusion with names already 
n use. 

4. The use of chemical symbols, alphabetic abbreviations, letters, or num- 
bers as names or parts of names should be avoided as far as possible. When 
it is necessary to denote isomerism or the position of chemical groups, pref- 
erence should be given to the use of suitably devised syllables to indicate such 
relationships (dex or dextro for d-, orth or ortho for o-). Exceptions to this 
may be permitted, especially when it is necessary to make an arbitrary dis- 
tinction between biologically related substances before chemical structure is 
elucidated (vitamin Bz for cyanocobalamin, penicillin G for benzyl penicillin). 

5. Names proposed by the person discovering or first developing and market- 
ing a pharmaceutical preparation, or names already adopted in any country, or 
‘used in the national pharmacopeias, or in works of reference such as “New and 
Nonofficial Drugs,” should receive preferential consideration. 
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[From Drug Trade News, June 29, 1959] 
No CHANGE IN VOLUME or M.D.s’ Dinzor MAIL 


Farrview, N.J.—Cardiovascular drugs, highlighted in 9.1 percent of the 
pharmaceutical direct mail received by physicians within the past year, were 
more heavily promoted through this medium than any other single product classi- 
fication, according to a new study released by the Clark-O’Neill professional 
mailing organization. 

In regaining the top spot for the first time since 1955, cardiovasculars dis- 
placed the tranquilizers classification, which fell back into second place with a 
rating which decreased from 8 percent in 1958 to 6.9 percent in 1959. A three- 
way tie for third place existed among antihistaminics, dermatologicals, and 
steroids and hormones, all of which registered 1-year increases to 6.1 percent. 

Overall, direct mail volume remained comparatively stationary for the second 
year in a row, with doctors receiving almost exactly the same amount of mail as 
they did last year and the year before. The Clark-O’Neill survey is based on a 
study of all direct mail received by a key general practitioner between May 1, 
1958, and April 30, 1959. 

During this period, the company reports that doctors received a total of 4,970 
mailings, as compared with 4,901 in 1958 and 5,041 the year before. Pharma- 
ceutical mailings accounted for 89.1 percent of this total, it adds, increasing 
very slightly from 4,406 to 4,429. 

Most significant of the other individual product group changes, the report on 
dicates, was the continued decrease in mailings dealing with vitamins and 
nutrients. This classification, which had led the 1957 survey with a rating of 8.6, 
dropped off to 6.2 percent in 1958 and fell still further to 5.5 percent this year. 

Only four product classifications showed any sort of a substantial increase 
during the last 12-month period: hematinics, which rose from 1.7 to 2.7 percent; 
bronchodilators (antiasthmatics), up from 2.1 to 2.9 percent ; cough preparations, 
up from 2.2 to 2.8 percent, and urinary antiseptics and sedatives, which rose from 
1.6 to 2.1 percent. 

Significant decreases also occurred in the cases of: antibiotics (except penicil- 
lin), from 4.8 to 4.7 percent; antichlorinergics, from 2.5 to 1.9 percent; anti- 
nauseants, from 2.1 to 1.1 percent; antispasmodics, from 1.5 to 1 percent; laxa- 
tives, from 4.5 to 3.7 percent; penicillin, from 1.8 to 1 percent, and vaginal 
medication, from 1.8 to 1.1 percent. In all the study contains information of 34 
product classifications. 

Turning to an analysis of the mailing pieces themselves, Clark-O’Neill envinced 
particular surprise over the fact that first-class mail was used more often than 
ever before, even though the postage rates increased from 3 to 4 cents. 

Again this year, the company reports, self-mailers and mailing cards hit an 
all time high, with 62.7 percent of the mail showing up in thisform. “Sampling 
activity remained at about the same level as in the last 3 years. However, the 
use of reply cards to make it easy for the doctor to request a sample, dropped to 
the lowest level we have ever recorded,” it noted. 

Product movement, the mailing house observed, continues to be notable. Of 
the total of 699 products covered, it explained, “159 made their initial appear- 
ance this year—not quite replacing the 217 that disappear 


FREQUENCY CHECKED 


Further, it is pointed out, 20 or more mailings were made on some 61 products, 
while an additional 180 items appeared in the doctor’s mail at least eight times. 
At the other extreme, 120 drugs were covered in just one mailing. The most 
frequently appearing product was the subject of no fewer than 71 mailings. 

The top advertiser, Clark-O’Neill reported, was. responsible “for more than 
5 percent of all the pharmaceutical mailings, with a. second company hitting 5 
percent on the nose. . Approximately 40 percent of al the mail came from a total 
of just 10 manufacturers.” 

Pointing out that the drug field is thought of as a new-product business, the 
mailing organization declared that “the most heavily advertised drug has ap- 
peared on our sheets now for the third year, the No. 2 product the second year, 
the No. 3 product has been with us for 5 years, for No. 4 this is the 12th year, 
product No. 5 was brandnew, but No. 6 is a veteran of 8 years.” 
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Following is a summary of other survey results for 1959; 

Type of advertiser: 
Pharmaceuticals 
Medical books and journal subscription solicitations 
Medical equipment and instruments 
Miscellaneous—includes all mail of a nonmedical nature 

Type of postage used: 
Printed permit 
Postage meter 
2-cent stamp 
8-cent stamp. 
$b \C1RGM: 2 bic tie tien bdn kee nee eee 
Government post cards 

Corner cards: 
Usual style—name and address in upper left-hand ‘corner 
Name and address on flap or reverse side 
Post office box or street address used—no company indicated 
No corner card or return address 

Self-mailers and mailing cards 


Unsealed 
Mailing cards 
Government post cards 
Sample request cards enclosed 
Samples... 1353s elds esi chimes iaiebhalanen dim dbatitaleatstiil ebb GGmbidiond 
Blotters (1 or more) enclosed 
House magazines 
Letters enclosed 
Number of products advertised in individual mailings: 
1 product 
2 products... .etsiniasrdnnnucsuel wesc len euecdautodoeet tus 
8 products 
4 products 
5 products 
Over 5 products 
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[From Drug Trade News, Nov. 30, 1959] 
DONNELLEY Buys Six Drua PUBLICATIONS 


APPOINTS PORTER PUBLISHER OF ITS NEW ACQUISITIONS 


Cuicaco.—Purchase of six medical publications from Drug Publications, Inc., 
of New York City has been announced by Curtiss E. Frank, president of the 
Reuben H. Donnelley Corp. The acquisition, terms of which were not disclosed, 
included all assets of Drug Publications and its subsidiaries known as the Yorke 
Group, Mr. Frank revealed. 

Books included in the deal—American Journal of Medicine, American Journal 
of Surgery, American Journal of Clinical Nutrition, American Journal of Car- 
diology, Modern Drug Encyclopedia and Therapeutic Guide, and Veterinary Drug 
Encyclopedia—will henceforth be published by Pliny A. Porter, who had been 
general sales and advertising manager for the Yorke Group. Mr. Porter, it is 


added, will report directly to E. A. O’Rorke, vice president of Donnelley’s Mag- 
azine Publishing Division. 


“PLANNED EXPANSION” 


M. T. Wisotzkey, president of Drug Publications, will remain with the Don- 
nelley company “until the changeover is completed,” Mr. Frank explained, while 
“management and basic policies will continue as they have in the past for the 
success of the Yorke Group.” 

Acquisition of these magazines, Mr. Frank added, is another step in the planned 


expansion of the Donnelley firm, which will now offer a total of 16 publications 
in various fields. 
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This list also includes National Cleaner and Dyer, Starchroom Laundry Jour- 
nal, Ice Cream Trade Journal, Fire Engineering, Wastes Engineering, Water 
Works Engineering, Electricity on the Farm, National Rug Cleaner, Sports Age, 
and What’s New in Home Economics. 

In addition to its magazine publishing division, he noted, Donnelley is also 
engaged in telephone director publishing, direct mail advertising and merchan- 
dising, “operating in over 80 locations throughout the country and employing 
over 8,000 people.” 


Princeton, N.J., April 18, 1960, 
Senator Estes KEFAUVER, 
Senate Office Building, 
Washington, D.C. 


Dear SENATOR: Since I introduced the Coronet article into the record a brief 
explanation may be in order. This article entitled “New Drugs to Ease Fear 
and Worry” appeared in Coronet, January 1952, pages 51-55. It describes 
mephenesin as a new drug “that fights fear and worry.” The popular concept 
of a drug to eliminate anxiety as expressed in this article of 1952 parallels that 
for meprobamate today almost exactly. 

Meprobamate is merely a variation of the mephenesin molecule. Both drugs 
have muscle relaxing and sedative action. The evidence of clinical effectiveness 
in anxiety for both drugs is based almost exclusively on testimonials. Controlled 
studies with both have shown them to be no more effective than a sugar pill or 
at best an equivalent dose of a barbituate in controlling anxiety. 

While less negative evidence exists for mephenesin it was sufficient to kill it 
after a lag of several years (in spite of sales in the order of 10 to 20 million 
per year during the height of its popularity). There are far more negative 
reports on meprobamate, but far less time has elapsed and meprobamate has a 
distinct advantage, namely, the magical term “tranquilizer” was not applied to 
drugs until mephenesin was already on its downward course. 

Meprobamate is more sedative than an equivalent dose of mephenesin but no 
more sedative than a barbiturate (at less than a penny a dose) and the bar- 
biturates have been known since 1903. No one thinks they cure anxiety. 

The remaining claimed advantage of meprobamate, namely that it is not habit 
forming, has also been disproved and even the literature of the manufacturer 
states this even though it is expressed in gobbledygook. 

In other words this so-called tranquilizing effect has been available for over 
50 years. It was in this respect that I referred to the article to show the relation- 
ship between anxiety and advertising and*promotion. 

You may make this letter a part of the record if you wish. 

Sincerely, 


A. Date Consore, M.D. 
NEw DruGs To EASE FEAR AND WorRRY 
(By Madelyn Wood) 
MEDICINE HAS A STRONG WEAPON TO COMBAT “ANXIETY TENSIONS” 


In our world of nerve-racking tensions, millions of people are nagged by worry, 
haunted by nameless fears. For them, life has become a desperate struggle to 
achieve peace of mind. All too few succeed, although they clutch eagerly at 
every shred of hope. 

If you are one of these millions, you can take heart, for medicine has made a 
tremendous discovery. It hasfound a drug that fights fear and worry. 

Properly used, it has almost overnight wiped out some of the physical symp- 
toms of anxiety and has restored calm to troubled minds. Combined with psy- 
chiatric treatment, it is offering release from tension in victims who had failed 
to respond to the most drastic therapy. 

Understandably, medicine has been cautious about heralding such a momen- 
tous discovery until there was confirmation that the compound and its effects 
were as astonishing as they appeared to be. But the evidence has continued 
to pile up. The drug, known as mephenesin, or by such trade names as Tolserol 
and Myanesin, is accomplishing results which border on the marvelous. 
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The compound is easily administered by mouth or by injection. It is safe and 
nonhabit forming. Hundreds of thousands of doses have been given safely, 
and the results have been spectacular. 

Mephenesin fights the tension which nature herself creates in modern man 
when she turns loose in him the same forces our ancestors needed to meet the 
dangers of the jungle. It was all very well for primitive man to get keyed up. 
Sooner or later, he could take it out in physical action—in fight or in flight. 

In our society, of course, things are not that simple. You can’t just run away 
from, or haul off and hit, the person or force that seems to be menacing you. 
The problem for modern man is that when he gets all excited he often stays that 
way, or he may turn his natural frustration into destructive channels. 

For millions, the result is mental and physical torment, days spent in combat 
with ugly doubts, nights in staring sleeplessness. Doctors call this condition of 
“anxiety tension” one of the greatest troublemakers among ailments. For, in 
a state of anxiety, the heart speeds up, digestion is disturbed, blood pressure 
jumps, nerves grow taut. No wonder medicine says bluntly that anxiety tension 
underlies many mental ills and aggravates physical ills. 

Because anxiety is such a sneaking masquerader, assuming a variety of physi- 
cal forms, many people don’t even know they are victims. Heart trouble, hyper- 
tension, asthma, indigestion, insomnia, skin irritations, headaches—the catalog 
of ills that ean be caused by anxiety is appallingly long. 

Beyond that, psychiatrists aver, the unbearable tension so twists the per- 
sonality that it often motivates crimes, shatters marriages, turns children against 
parents, smashes promising careers, and strains every kind of human relation- 
ship as the victim lashes out at the nearest human target. 

Curiously, the first medical job of mephenesin, the new anxiety-fighting drug, 
had nothing to do with anxiety. In 1946, some English researchers, looking for 
muscle relaxants, became interested in an unnamed chemical compound that had 
been floating around since 1909. No one had ever thought it good for much of 
anything, but now it seems that the stuff helped to relax muscles. 

With that as a clue, researchers at the University of Rochester, headed by 
Dr. F. M. Berger, wondered if it might not help the victims of spastic disorders. 
Here were people who could not control the violent movements of their muscles, 
people who suffered terrible pain from their tense, unnatural muscular condition. 

Soon the researchers had good news to report. Using a device called the elec- 
tromyograph, which records electrical discharges from muscles, they noticed 
startling changes. Within 5 minutes after administration of the drug (named 
Tolserol by Squibb, the manufacturer who made it available for clinical trial in 
this country) the discharges from those diseased muscles began to assume the 
pattern of those given off by normal muscles. Moreover, the grateful patients 
reported that their dreadful pains disappeared ; they were able to move legs and 
arms far more freely; involuntary movements stopped or slowed down. Even 
some victims of Parkinson’s syndrome, the dreaded shaking palsy, were helped. 

The significance of what Tolserol had done caused excitement among doctors. 
Somehow it had screened nerve impulses. It stopped the “bad” ones; it let the 
“good” ones go through. Along with this astonishing capability, the doctors no- 
ticed something else. While nervous patients were under influence of the drug, 
they calmed down. Yet they were not drowsy, as they were after many ordinary 
drugs which had a calming effect. 

This was good news for sufferers from muscular disorders, and today mephene- 
sin is' helping many victims of bursitis, lumbago, and sacroiliac strain. Yet 
buried in reports of the drug’s effectiveness there was the hint of another tre- 
mendous possibility. Many patients during the initial injection phase tended 
to become talkative and show relaxation of nervous tension. 

Relavation from nervous tension. Those were the words that struck Dr. 
Pauline Cook in Chicago. Mephenesin relaxed people, reduced tension. Might 
it not be just the thing to help the victims of anxiety? Rigid, tense, suffering 
from all the distressing symptoms of a body ready to meet a danger that may 
never come, they needed something to help them “let down.” 

Consider the plight of a student, fearful that he will not pass his course in 
math. By a trick of nature, his body prepares to engage in physical combat 
with the professor. Of course the student can’t do this, so the bodily tension 
remains, or takes some dangerous outlet, such as alcoholism. 

Or take the case of a wife worried about her husband. Is he really so busy 

at the office—or is there another woman? Nature prepares her to pull some- 
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body’s hair. Robbed of this outlet, her, body contrives to think of something 
to do with the energy; it gives her a low backache, 

‘It’s not always quite that simple, but that is the underlying idea. If such 
people are to be helped at all, they must first relax and get rid of tense readi- 
ness for combat. 

At Dr. Cook’s suggestion, Dr, Louis Schlan of the Manteno State Hospital in 
Tilinois and Dr. Klaus Unna of the University of Illinois College of Medicine 
chose 68 troubled patients for their first tests. Here they had a group of tor- 
mented people, suffering from various kinds of anxiety states, some actually 
insane, some alcoholic, and some addicted to drugs. All had endured these con- 
ditions for a long time, and many had been treated with everything the doctors 
knew—electroshock, insulin shock, carbon-dioxide therapy, and combinations 
of all three. 

Now look what happened to three of these patients, women suffering with 
anxiety. Within 1 hour after they were given mephenesin, they calmed down, 
Their muscular trembling disappeared. All three reported they were “able to 
think things through,” and talked lucidly about their troubles. Though this 
effect lasted only about 2 hours, all went to sleep that night without sleep- 
ing pills. 

Even more startling was the effect on eight patients who were acute alcoholics. 
They were clearly suffering with “the shakes.” Asked to drink coffee, they 
could do it only with what the doctors termed “heroic effort,” using both hands 
to get the cup to their lips. 

Yet, said the researchers, “within 30 to 60 minutes after injection of the drug, 
the cup could be lifted with one hand in the normal fashion without spilling.” 
Moreover, the haunting anxiety which had bothered all these patients disap- 
peared. Previously they had showed up at the hospital repeatedly, requiring 
prolonged treatment with barbiturates and other drugs. 

The vast majority of anxiety victims, of course, never reach the hospital stage. 
They are otherwise completely normal people who, by the millions, are suffering 
from this “disease’”—this uneasiness of mind. 

“Contrary to popular concept,” says Dr. Henry Dixon of the University of 
Oregon Medical School, “these tension states exist largely in healthy, vigorous, 
able, and capable individuals who are successful in the professions, the skilled 
type of vocations, people who are highly organized and often are successfully 
carrying out business ventures.” 

What does mephenesin do for them? These were just the people Dr. Dixon 
and his associates at Oregon were already seeking to help by teaching the art 
of relaxation. Their cases had been carefully diagnosed to make sure that none 
of their physical ailments could be accounted for by any other disability than 
an anxiety state, Since the doctors saw these patients five or six times a week, 
each was given only enough of the drug to last a 24-hour period. 

In 9 months, about 500 patients took varying doses of Tolserol. As the doctors 
tabulated the results, their reports were impressively studded with comments 
that held rich promise for all anxiety sufferers. “Much relief from acute ten- 
sion,” “Found sleep much easier.” “Relief of spasm of lower back.” ‘Good feel- 
ing.” “Happy.” “Very relaxed.” 

It was almost too good to be true, but there it was. “In all except a very few,” 
said the jubilant medical men, “there was a dramatic and most satisfactory 
termination of the feeling of anxiety.” 

In tests sponsored by the Veterans’ Administration in a Pennsylvania VA 
hospital, Tolserol produced equally amazing results. One man who was pacing 
the corridor, in mental agony that made him scream, was given a single injection. 
In 10 minutes he wascalm. “That was good medicine. It helped me a lot,” he 
kept saying. 

Another patient who suddenly burst into violence, screaming and threatening 
during a psychiatric interview, was given Tolserol. He calmed down and con- 
tinued the interview quietly. 

In our troubled times, when the secret of relaxation seems so hard to find, 
mephenesin may well become one of the most valuable of man’s discoveries. 
For, up to now, relaxation could be purchased only at the price of drowsiness, 
lethargy, loss of efficiency—or even loss of consciousness. 

Relaxant drugs, such as the barbiturates, act on relatively high centers of 
the brain, in addition to other broad areas of the nervous system. Mephenesin, 
to the contrary, acts selectively on certain portions of the spinal cord and lower 
brain centers. . It has little or noveffect on the higher centers. This is a radi- 
cally new and different drug action. 
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Exhaustive tests to evaluate further the specific value of the drug as an 
“anxiety fighter” are now being made in clinics and laboratories of leading 
universities and hospitals. 

“For the time being,” in the words. of Dr. Dixon, ‘this much at least can be 
said: most habitually tense or anxious individuals may quickly understand that 
they are to relax, but do not know what the sensations or experiences of relaxa- 
tion are. This drug gives us a chance to show these people in a distinct and 
clear manner. the exact feeling or emotion we wish them eventually to attain. 
No drug has ever adequately accomplished this for us in an even similar 
manner.” 

To medicine, this seems to be mephensein’s greatest promise—that it can show 
the victim of anxiety what real relief from tension is: Once having experienced 
the incomparable feeling of complete relaxation, many people will be able to 
go on from there to achieve true peace of mind and body. 
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1 Submitted by Dr. James E. Bowes from Drug Topics’ “Red Book”’ of 1959. 


SUPPLEMENTARY STATEMENT OF Dr. SOLOMON GARB TO SUBCOMMITTEE ON ANTI- 
TRUST AND MONOPOLY OF THE COMMITTEE ON THE JUDICYARY OF THE UNITED 
States SENATE 


This statement is prepared pursuant to the request of Senator Roman L. 
Hruska, concurred in by Senator Philip A. Hart on April 15, 1960. During my 
testimony on April 15, 1960, I prepared to exhibit to the subcommittee examples 
of objectionable advertising. Senator Hruska requested me to submit these 
examples, with any explanatory notes, as a statement which could be reviewed 
by the minority staff, instead of presenting them directly to the subcommittee. 

Accordingly, the following statement is submitted : 


GENERAL 


In the description of some of these objectionable advertising practices, the 
term “misleading” is used. By this, I mean misleading in effect, not necessarily 
misleading in intent. Let me make clear that nowhere, either in my past testi- 
mony or in this statement, is there any charge that any company is deliberately 
misleading doctors. Further, I do not imply, nor do I expect or desire anyone 
to infer that any misleading ads were deliberately made misleading. There are 
several ways in which misleading ads come about which do not necessarily in- 
volve deliberate intent to mislead. 

1. Ads can mislead because of the ignorance of the person designing the ad. 
The drug ads are not originated by the medical directors of drug firms, but by 
advertising agencies. In some cases, medical directors may review the ads. 


35621—60—pt. 18-24 
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However, they might overlook important points (see exhibit 1), or they may be 
overruled by the advertising and sales departments. 

2. There is a normal, human tendency to exaggerate the value of one’s services 
and products. This is commonly called “puffery” or “harmless puffery.” In 
most areas of commerce, such puffery is not particularly harmful. However, in 
evaluating pharmaceutical preparations, all puffery is potentially harmful or 
even disastrous. For example, if a patient has a serious illness, and the phy- 
sician, mislead by “puffery” about a new drug, uses it in place of an older, reli- 
able drug, the patient might die before the error can be rectified. 

8. Ads can be misleading because of excessive haste in bringing a new drug on 
the market. An ad stating “side effects have not been reported” may be written 
in all honesty. However, the serious side effects often come on later. 

4. Ads can be misleading simply because of excess volume. In my opinion, 
this is one of the most serious problems involving misleading ads. Perhaps a 
simple analogy will help. Let’s assume there are 10 persons in a room and 9 of 
them start talking to 1, all at once, and in loud insistent voices. Even though 
the statements of the nine may be truthful, the listener is likely to leave the 
encounter with quite a few misconceptions. The example of this type has already 
been received in evidence. 

5. Ads can be misleading because the company uses its economic power to 
increase the weight of opinions which it considers favorable while there is no 
equivalent power to disseminate the unfavorable opinions. For example, as- 
sume 10 scientists study a particular drug and 1 reports on it favorably, while 
the other 9 reports are unfavorable. The company may then advertise the single 
favorable report, over and over, so that each doctor is exposed to it 30 or 40 
times in a year. Bxhibit 2 is a particularly striking example of this. The single 
favorable reference was written over a quarter of a century ago, before anti- 
biotics were discovered. It is basically a poor reference, since the diagnoses 
were made by nurses, not doctors. On the other hand, there are many distin- 
guished authorities who oppose that sort of treatment, but no one advertises 
their views. 

Another question which arises is the reaction of a company to criticism of one 
of its ads. Some have assumed that a company will correct a misleading ad 
when it is called to its attention by a qualified physician. This is not neces- 
sarily so. Sometimes, it is impossible to figure out what motivates a com- 
pany in this area. Exhibit 3 is an example. To balance the presentation 
fairly, I wish to point out that at about the same time that the letters in 
exhibit 3 were being written, I was writing to the same company about another 
matter. I wrote to ask about a claim that “solu-cortef”’ was useful in anaphylac- 
tic shock. The reply was a straightforward and praiseworthy acknowledg- 
ment that the claim was in error, togethér with a promise that the claim would 
be withdrawn, and that all detail men would be so notified. Subsequently, I 
checked with a detail man, and found that the company had kept its word 
and withdrawn the claim. In this respect then, the company’s actions were 
eorrect and proper. They should not be criticized for that error in their claim, 
since anyone can make a mistake and since they corrected the mistake promptly. 
At that point, I was favorably impressed with the company because most 
companies have not corrected misleading ads in response to my queries, or 
those of other physicians of my acquaintance (see exhibits 1 and 2). 

When I became aware of the material in exhibit 3, I could not understand 
why the company had behaved so well in response to my query, while its ac- 
tions in response to Dr. Holt’s letters were as they were. I still do not under- 
stand. I have heard explanations from representatives of other companies, 
but do not know if they are correct. However. I do think the Upjohn Co. 
should be asked to explain exhibit 3. 

To understand the significance of this correspondence, it is important to real- 
ize that the doctor challenging the ad is the Dr. Holt. Dr. Holt is chairman 
of the Department of Pediatrics at New York University Medical College, head 
of the Pediatrics Division of Bellevue Hospital and editor of Holt’s Textbook 
of Pediatrics, the foremost pediatrics text in the world. He is also the first 
physician to describe vitamin B, deficiency in children, and is generally con- 
sidered the world’s expert in this area. Nevertheless, he does not rely on 
authority to make his point. The correspondence is clear enough for any 
reasonable person, without a medical education, to see clearly that the ad is 
misleading and that the company refuses to change it. 
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The examples presented before the subcommittee, by the other witnesses as 
well as myself, have shown beyond any doubt that some ads are misleading. 
However, it has been stated that even if an ad is misleading, that does not 
necessarily mean that the physician has been misled. Physicians are consid- 
ered experts and experts are not supposed to be misled, even by misleading 
ads. I have testified to my belief that since physicians are humans, they can 
be misled, despite their expertness and further, have testified that I myself 
was misled by the ad in exhibit 1. Nevertheless, this may not carry sufficient 
weight. The subcommittee may wish to have evidence that practicing phys- 
icians, caring for patients, were actually misled by claims for new drugs. Ex- 
hibit 4 is attached to help clarify this point. Exhibit 4 is an article in the 
New York State Journal of Medicine, April 15, 1960, volume 60, No. 8, pages 
1256 to 1264, entitled “Unstressed Factors in Malpractice.” The author, Mr. 
Wiliiam F. Martin, Esq. of the firm of Martin, Clearwater & Bell, is counsel 
to the Medical Society of the State of New York. He states on page 1261, “We 
are being plagued today by cases brought with relation to the use of many of 
the new drugs that are on the market.” 

To understand the full significance of this statement, we must consider the 
relationship of malpractice suits to untoward results. Most cases of untoward 
or unsatisfactory results from treatment do not lead to malpractice suits. There- 
fore, if the legal representative of the Medical Society of the State of New 
York is “plagued” with malpractice cases in this area, it is safe to assume 
that there must indeed be a substantial number of cases which never come to 
legal action. I respectfully recommend that the subcommittee call Mr. Martin 
and other counsellors of State medical societies to testify about this matter. I 
respectfully suggest that the following questions be asked: 

1. How often does an untoward or unfavorable result lead to a malprac- 
tice suit? 

2. Based on the number of malpractice suits relating to new drugs, how 
many untoward and unfavorable results can be estimated to have occurred 
from new drugs? 

3. To what extent are these untoward and unfavorable results the outcome 
of a physician's undue reliance on advertising claims? 

The answers to these questions are, of course, suggested in Mr. Martin’s 
article. However, I believe that further exploration will reveal the situation 
far more explicitly. 

Several physicians and medical educators have testified that pharmaceutical 
advertising is “wasteful.” The question may then be raised as to the definition 
of wastefulness. Do physicians and medical college professors call “wasteful,” 
activities which other persons do not consider wasteful? I believe the facts 
speak for themselves. However, should there be any doubt about this point, I 
submit exhibit 5 as evidence. This is a photostat of Drug Trade News, Feb- 
ruary 24, 1958, page 18. The article reports a speech by a drug company execu- 
tive to his fellows. The key statement is “Mr. Dalbey also advised against 
placing the salesman on the regular advertising mailing list * * * ‘because 
repetitive ads and mail pieces again provoke the feeling of waste.’” 

Surely, if the drug company detail men would consider these mailed ads waste- 
ful, we physicians are justified in so describing them. 

In my prepared statement, I suggest that the Congress restrict third class 
and bulk mailing privileges to prevent abuses. To demonstrate that this sug- 
gestion is in accord with the thinking of other persons and is not noncon- 
formist, I submit exhibit. 6, which is a reprint in the Columbia Missourian of 
an editorial which appeared in the Lenoir (Tenn.) News-Topic. 

In my opening statement, I pointed out that I was speaking for myself only. 
I do not claim the right to speak for any other persons or organization. On 
the other hand, I do not believe that my views and opinions in this area are in 
any way nonconformist. I am and have been a member in good standing of 
the following organizations : 

The Albany County Medical Society. 

The Medical Society of the State of New York. 

The American Medical Association. 

The American College of Physicians (Association). 

The Society for Experimental Biology and Medicine. 

The Society for Pharmacology. 

The Society for Clinical Investigation. 
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Neither I nor anyone else can rightly claim to be a spokesman for any of 
these organizations on this matter since the membership of these organizations 
has never specifically authorized anyone to speak for them in this area. Physi- 
cians are great individualists and we’re proud of it. We have no authorized 
spokesmen, except in clearly specified areas, Anyone who wishes to determine 
the sentiments of 200,000 physicians will have to question no less than 200,000 
physicians, This point is mentioned so that my statement, “The opinions which 
will be presented here are my own * * * ” will not be misconstrued as any 
admission of nonconformity. It is simply a statement of fact which would 
apply to any physician or scientist testifying on this matter. 

Should there be any further question about this point, I am prepared to sub- 
mit to the subcommittee, evidence that my views in general, have the support 
of other physicians. This evidence consists of unsolicited, laudatory letters in 
response to my article in the New England Journal of Medicine 259:121, 1958. 
I do not, however, claim the right to speak for these correspondents on any 
specific point. 

The question may be raised as to the origin of some of the terminology em- 
ployed in my testimony. Attached is exhibit 7, a photostat from Drug Trade 
News, March 24, 1958, page 14. This evidence demonstrates that the terms 
“crash,” “wham-bam,” and “saturation” are not prejudicial terms applied by 
me to advertising programs, but are the actual terms used in the drug indus- 
try itself to describe these programs, 

I note that some previous witnesses before this subcommittee have been 
subjected to various criticisms, Naturally, I cannot presume to judge the 
validity of such criticism. However, I respectfully request the subcommittee to 
take note of the following points relating to my testimony: 

I did not volunteer to testify, directly or indirectly. I was requested to testify 
and in doing so, merely performed my civic and patriotic duty. 

The testimony at every important point is supported by documentary evi- 
dence which speaks for itself. 

I am not antagonistic to the drug industry. In my prepared testimony I 
pointed out many things for which the industry deserves great praise. Some 
of these things had never been mentioned before the subcommittee, even by 
witnesses for the industry. In response to Senator Hruska’s questions, I un- 
equivocally agreed with those contentions of the pharmaceutical industry which 
I considered correct. 

Further, in response to specific questions, I have declined to charge any 
company with deliberately misleading physicians. 

The recommendations which I have made are not designed to harm the ethi- 
eal pharmaceutical industry in any way, or to restrict its basic freedoms under 
our free-enterprise system. Each recommendation is designed as a constructive 
effort to correct specific abuses which have been documented by the evidence. 
Each recommendation calls for the minimum amount of Government action 
needed to correct the abuse cited. If put into effect, these recommendations can 
only strengthen the pharmaceutical industry in the long run. 

The exhibits placed in evidence both during the hearing, and in this state- 
ment, consist of representative examples to illustrate certain points. Thus, in 
demonstrating wasteful promotion, I presented examples over a time period of 
over 3 years to show that there has been little change in principle in this area. 
All examples were chosen to illustrate the principle involved, not to embarrass 
any particular company or to suggest that any one company is especially at 
fault. I have tried to distribute the examples over many companies. 

In the event that the subcommittee considers the evidence which I sub- 
mitted in any category to be insufficient, I will be happy to furnish further 
examples. 

One final point arises which may or may not be appropriate to this state- 
ment, since it involves occurrences subsequent to my testimony. In my pre- 
pared statement, and in response to questions of the subcommittee, it was 
pointed out that I was not attacking the drug industry as a whole, and that the 
drug industry deserved great credit for its life-saving activities. This aspect 
of the situation took up a considerable portion of my testimony. Nevertheless, 
when I read the newspaper reports, I found that only one paper (the Albany 
Times-Union) out of about eight, even mentioned this part. Accordingly, in 
my opinion, the newspaper stories of my testimony are unbalanced and unfair 
to the pharmaceutical industry. 
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Therefore, I respectfully request the subcommittee to take note of the fact 
that the imbalance in the newspaper stories is the responsibility of the news- 
papers and does not reflect an anti-industry bias in my statement or in the 
proceedings before the subcommittee. 


ExHisit 1—Atrarur* 


This exhibit is presented to show how an ad, correct in its bare statements, 
can be misleading. Despite my initial careful scrutiny of the ad, I was com- 
pletely misled by it. Professor Frank C. Ferguson, chairman of the depart- 
ment of pharmacology, and chairman of the formulary committee spotted the 
discrepancy and showed it to me. (I think that even he was once misled by 
an ad, but I’m not sure.) 

First, not exhibit 1, part A, a card sent by mail and received April 7, 1960. 
Similar ads had been received for many months before. The key statement 
on the reverse side is—‘Virtually all staphlococci (whether or not they resist 
other microbials) are susceptible to Altafur in vitro.” “In vitro” means in 
glass, or in a test tube. Since doctors treat patients, not test tubes, it is reason- 
able to assume that the effectiveness in vitro is supposed to reflect a roughly 
equivalent effectiveness in patients. Since similar relationships are found with 
other anti-microbial agents, I was prepared to accept the in vitro evidence as 
meaningful. The reference given was “Symposium on Antibacterial Therapy” 
(exhibit 1, part B, p. 14 and, indeed, that table indicated a marked sensitivity of 
Staph. Aureus to Altafur (Furaltadone) in vitro. Accordingly, I accepted 
the claim. 

Subsequently, Professor Ferguson called to my attention exhibit 1, part C, a 
brochure of the Eaton Co., describing Altafur. 

On page 6, the minimal inhibiting concentration of Altafur for Staph. Aureus 
ranges from 2.9 to 10.1, with medians of 5.8 and 7.2 mcg/ml. 

On page 11 is given the average plasma levels in humans, with usual dosage. 
The average plasma level in humans at 24 hours is 1.9 meg./ml. In other words, 
the lowest concentration of Altafur which will work in the test tube is far 
higher than any level which can be obtained in man, Thus the in vitro sus- 
ceptibility (pt. A) has no meaning. 

Dr. Ferguson called this to the attention of the Eaton detail man, and received 
the letter marked exhibit 1, part D. 

In this letter, Dr. Tracy states “We too are aware of the apparent dis- 
crepancy” and further states, “Blood levels and in vitro studies are interesting, 
but in the final analysis it is the therapeutic effectiveness that really tells the 
story.” In other words, Dr. Tracy considers the in vitro studies “interesting” 
but hardly important as evidence. If this evidence is only “interesting,” does it 
warrant. the continuous advertising 7 months after Dr. Tracy’s letter? Does the 
ad (pt. A) indicate or suggest that the in vitro findings are only “interesting”? 

Subsequent to exhibit 1, part D, Dr. Ferguson made several requests, some in 
my presence, to the Eaton detail man, asking for any evidence of therapeutic 
effectiveness as mentioned in Dr. Tracy’s letter. None was forthcoming. 

In January 1960, the Newsletter of the Albany Hospital Pharmacy was pub- 
lished and page 2 is of significance. Exhibit 1, part EB. 

Subsequently, the letter, exhibit 1, part F, was received. 

Professor Ferguson has replied and the situation has not yet been clarified. 
However, please note that a repetition of the controversial claim (pt. A) was 
sent after parts B, C, D, E and F. 

I do not deny the possibility that Altafur may later be shown to be of value. 
However, that would not change the point. If it proves to have value, that 
will be fortunate for everyone. Nevertheless, the ad in the exhibit would still 
be objectionable. 

(Part D) 
Avueust 26, 1959. 
FRanx C, Fercuson, Jr., M.D., 
Pharmacology Department, 
Albany Medical College, Albany, N.Y. 

Dear Dr. Ferauson: We received a memo recently from Mr. Thomas LaBom- 
bard, who is the Eaton sales representative in your area. Mr. LaBombard states 
that you had two questions in regard to information presented in regard to 
our new antibacterial, Altafur. 


1 Exhibits referred to which do not follow this presentation may be found in the files of 
the subcommittee. 
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1. How do we define sensitivity in vitro of the test organism? In vitro sensi- 
tivity of the organism being tested is based on the results obtained in deter- 
mining the minimal inhibiting concentration, of ,Altafur using the serial tube 
dilution technic. 

2. How can Altafur be effective in vitro when there is no agreement between 
the Altafur broth end points and the bleod levels attained with the drug? We 
too are aware of this apparent discrepancy. Other investigators have also 
noted it when working with other antibacterials. Gertrude G. Kalz, M.D., of 
McGill, discusses. this, in her contribution to the text,, “Bacterial and. Mycostic 
Infections of Man,” published by Lippincott and edited by Rene J. Dubos. Anti- 
bacterial concentrations which would be insufficient to prevent growth in the 
test tube may be, and frequently are, effective in the body.’ Then again, we 
have to consider the contribution of the natural defense mechanisms of the 
body itself. Blood levels and in vitro studies are interesting, but in the final 
analysis. it is the therapeutic effectiveness that really tells the story. 

We wish to thank you for your interest in Altafur and for past courtesies 
you have extended to Mr. LaBombard. If we can be of any further service to 
you, please don’t hesitate to let us know. 

Sincerely, 











CHARLES H. Tracy, M.D., 
Medical Research and Professional Services. 


(Part E) 
[Newsletter of the Albany Hospital Pharmacy, vol. 6, No. 1, January 1960] 
POLICY AND PROCEDURE 


PHARMACY 

















Questions and answers 


If you have a particular problem which deals with some special phase of 
pharmacy activity, such as dispensing, floor stock or narcotics, please direct 
your questions to the pharmacist in charge of the area associated with the prob- 
lem. You will receive prompt and accurate replies to your questions. 


SOLUTION ROOM 


When it is necessary to give a patient credit for an intravenous solution which 
has previously been charged to the patient, follow this procedure: 

Prepare a charge ticket (AH-—78), circle credit and write in the reason for re- 
turning the solution for credit, and submit a requisition (AH-99) requesting re- 
placement of the solution. 

This is necessary to insure proper credits and charges and the maintaining of 
quotas on the nursing units. 


PHARMACY COMMITTEE NOTES 


These informative notes have been prepared by the pharmacy committee of 
the hospital staff. 


Altafur 


A new nitrofuran, furaltadone (Altafur), has been introduced. This is the 
same as previous nitrofurans except in excretion. Most nitrofurans are excreted 
so rapidly in the urine that systemic levels are never antibacterial and the 
drugs are useful only for urinary tract infections. Furaltadone is excreted more 
slowly, so that effective tissue concentrations are supposedly reached, and the 
drug is advertised for use in systemic infections. According to the manufac- 
turer (Baton Laboratories), the plasma levels reached by recommended doses in 
man range 2to 5 meg. per ml. Few organisms are inhibited by such levels. Pseu- 
damonas is “55.5 percent sensitive” but the needed concentration is 200 to over 
390 meg. per ml. ete. In response to a query, the company agreed there is a “‘dis- 
crepancy” between attainable blood levels and minimum effective concentrations 
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but state (in essence) that.despite this, Altafur,has;been proven clinically ef- 
fective. Requests have been made to the company for reports of this clinical data. 
At the time of writing (December 1959), the company has not yet furnished a 
clinical report on Altafur published in a regular journal or any other details of 
the clinical experiences mentioned. It can only be concluded that furaltadone 
(Altafur) has not been proven to be of any real value; such data as is avail- 
able indicates that it is not worth using. 


Neutrapen 


Penicillinase (Neutrapen) was admitted to the Albany Hospital Formulary 
in December 1958, for use in penicillin hypersensitivity reactions. Its use here 
has been minimum and there has been no real evidence of value. Moreover, 
the literature contains increasingly frequent reports of serious anaphylactoid 
reactions following administration of penicillinase (similar to Neutrapen) in 
penicillin-sensitive patients. It appears that the hazard of penicillinase therapy 
outweighs possible benefit and the drug has been deleted from the formulary. 


Vitamin K 


The only available parenternal preparation of phytonadione (vitamin K:) has 
been an oil emulsion (Mephyton) suitable for LV. injection only. A new water- 
soluble preparation, sold as Konakion, has been added to the formulary. This 
has advantages in that it can be given either I.V. or I.M. and possibly acts more 
rapidly. It is available for use but cannot be supplied if vitamin K is ordered 
under the trade name of Mephyton, which requires supply of the proprietary 
emulsion. If generic names of phytonadione of vitamin K, are used and the 
“solution for injection” specified, this improved preparation can be furnished 
by the pharmacy. 


PHARMACY COMMITTEE REPORT 


At the regular monthly meeting of the pharmacy committee the following 
items were approved for addition the hospital formulary: 
Pertussis immune human serum 
Neosporin ophthalmic ointment 
The following items were deleted from the hospital formulary: 


Normal human albumin 
Antihemophilic globulin 

Pertussis immune rabbitt globulin 
Penicillinase (similar to Neutrapen) 


(Part F) 


EATON, 


Norwich, N.Y., March 16, 1960. 
SECRETARY, PHARMACY COMMITTEE, 


Albany Hospital, 
Albany, N.Y. 


Dear Sir: The news letter of the Albany Hospital Pharmacy, of January 1960, 
volume 6, No. 1, has been called to our attention. We are, of course, much dis- 
turbed about the statements regarding Altafur. In the dissertation on Altafur 
it is definitely stated the request had been made to the company for reports 
of this clinical data. In our files we can find no such request whatever. We, 
therefore, would greatly appreciate it if you would be so kind as to tell us 
the name of the editor or chairman of the pharmacy committee notes in order 
that we might contact him and clarify the situation regarding clinical data. 

May I thank you in advance for the courtesy of your reply. 

Sincerely yours, 
Paut V. NEWLAND, M.D., 
Director, Medical Research and Professional Services. 
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EXxuHIBitT 8—ZyYMABASIC Drops 


Two out of bed... «it woul em wet give seca atten 


tion to the needs and intakes of vitamin B, 


One out of B.? of infants less than 6 months of age." 


The wakeful baby who turns father into a 
floor-walker may simply tack Bg. Infants for- 
mulas and mother's milk may fail to pro- 
vide sufficient amounts of this “happy-baby 
vitamin”. That's why basic baby vitamin 
supplementation calls for Zymabasic, the 
formula with all four: A, D, and C, plus B,. 
OTHER B, DEFICIENCY SYMPTOMS: 


irritability, regurgitation, gastric pain, con- 
vulsions"* 


Zymabasic 


VITAMINS A, D, AND C, PLUS B, THE 
“HAPPY-BABY VITAMIN” 


Each 0.6 ce. contains: 
Vitamin A 

Vitamin 0 

VitaminC . . 
Vitamin By 


(Part C) 


OctToBER 27, 1958. 
Dr. E. Girrorp Ursonn, 


Care of the Upjohn Co., 
Kalamazoo, Mich. 


DeasR Dr. UPJOHN: My attention has been called to the enclosed advertisement 
of Zymabasic drops which makes several gross misrepresentations; namely : 
(1) that wakeful babies lack Be 
(2) that mothers’ milk “frequently” lacks Be 
(3) that infant formulas “frequently” lack Be 
(4) that happiness is conveyed by Bo. 

These claims are not supported by Drs. Bessey, Hansen, or Coursin whose 
articles are referred to. Having myself been the first to describe and to study 
Be deficiency in infants I can assure you that these claims find no support in 
my own experience. 

I realize that in a large organization such as yours, sales promotion some- 
times gets out of hand, but I feel sure that your management does not will- 
ingly go along with misrepresentation. I should very much appreciate hearing 
from you as to what your plans may be for correcting this situation. 

Sincerely yours, 


L. EMMett Hott, Jr., M.D. 
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(Part D) 
THE UPJOHN Co., 


Kalamazoo, Mich., November 4, 1958. 
L. Emmett Hott, Jr., M.D., 


Department of Pediatrics, 
New York University College of Medicine, 
New York, N.Y. 


Deak Dr. Horr: Your letter in which you question the accuracy of certain 
statements in our advertising of Zymabasic drops pertaining to vitamin Bs in 
infant nutrition, will be referred to those in our organization who are responsible 
for the preparation of this copy. 

As I am sure you know, we intend to make no claims for any product of ours 
which are not supported by substantial medical evidence. If investigation re- 
veals that the statements referred to are in error or misrepresent in any way 
the authors to whom they were attributed, we will certainly discontinue them 
promptly. 

Thank you very much for the interest and courtesy which prompted your 
letter. 

Very truly yours, 


E. Girrorp Uprsoun, M.D. 


(Part E) 


New York, N.Y., December 3, 1958. 
Dr. L. EMmMerT Hott, Jr., 


Department of Pediatrics, 
New York University Bellevue Medical Center, 
New York, N.Y. 


Dear EmmMeEtrT: I have appreciated receiving copies of your exchange of corre- 
spondence with the Upjohn Co. over their advertisements for vitamin Bs. I 
shall be grateful if, in addition, you will let me see any further correspondence 


you receive or if you will let me know if your enquiries become sidetracked in 
the officialdom of the Upjohn Co. 


Kindest regards, 


CHARLES D. May, M.D., 
Executive Director. 


(Part F) 


NovEMBER 21, 1958. 
L. Emmett Hozt, Jr., M.D., 


Department of Pediatrics, 
New York University College of Medicine, 
New York, N.Y. 


Dear Dr. Hott: Your letter of October 27, pointing out what you believe to 
be misrepresentations in an advertisement of Zymabasic drops, has been brought 
to my attention by Dr. BE. G. Upjohn. 

I have discussed these points with both Dr. Upjohn and with Dr. W. F. 
Wenner, assistant medical director and head of our medical division’s depart- 
ment of product information, who instituted a thorough review of the literature 
on these subjects. 

We agree that the statement that infant formulas and mothers’ milk “fre- 
quently” fail to provide sufficient vitamin Bs is perhaps too strong, and will 
therefore substitute “may” for “frequently.” 

We do not feel, however, that the ad claims “that wakeful babies lack Be.” 
The copy reads “The wakeful baby who turns father into a floorwalker may 
simply lack Be.” That this is a true statement is supported by the fact that the 
literature is replete with references to B. deficiency as a possible cause of or 
factor in irritability, regurgitation, gastric pain, and convulsions, particularly in 
infants less than 6 months of age. 

Less susceptible to statistical verification, of course, is the reference to “the 
happy-baby vitamin.” This is, admittedly, what we in promotion refer to as a 
dramatization for memorability. Our justification lies in the fact that a baby 
receiving adequate amounts of vitamin Bs. via Zymabasic drops will not ex- 
perience discomfort due to a Be deficiency, and therefore be comfortable. A 
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comfortable baby is a happy baby; ergo, vitamin Be is a “happy-baby vitamin” 
insofar as Be deficiency is concerned—which is the framework established in the 
headline “Two out of bed * * * one out of Bo?”’. 

On behalf of both Drs. Upjohn and Wenner, as well as myself, I want to ex- 
press our appreciation of your constructive criticism, and the hope that you 
will continue to let us have the benefit of your opinions at any time. 

Sincerely, 
THE UPJOHN Co., 
R. P. Trusey, 
Head of Professional Advertising Department. 


(Part G) 
NOVEMBER 25, 1958. 
Mr. R. P. TruBey, 
The Upjohn Co., 
Kalamazoo, Mich. 


Dear Mr. Truspey: Thank you for your letter. I am not aware of the 
evidence that Bs deficiency in small infants induces sleeplessness, regurgitation, 
or gastric pain. I should be glad to have you send me the references on this. 

Sincerely, 


L. EMmett Hort, Jr., M.D. 


(Part H) 
DECEMBER 11, 1958. 
Dr. E. Girrorp UPJOHN, 
Upjohn Co., Kalamazoo, Mich. 


Deak Dr. UpsJoHn: I want to asknowledge your letter relative to your ad- 
vertising and also one from Mr. Trubey of your advertising department. I 
subsequently wrote to Mr. Trubey asking him to send me the reference to medical 
literature which formed the basis of the claim that Be was a causative factor in 
sleeplessness, regurgitation, or gastric pain in infants. He has just sent me 
four references: 

D. B. Coursin (J.A.M.A., 154; 406 (1954) ). 

C. J. Moloney et al. (J.A.M.A., 154: 405 (1954) ). 
D. B. Coursin (Am. J. Dis. Childr., 90: 344 (1955) ). 
Litchfield, H. R. (Arch. Pediatrics, 73 : 229 (1956) ). 

None of the first three references mentions the above symptoms. The fourth 
reference (Litchfield) mentions pylorospasm and vomiting, relieved on a re- 
gimen in which two drugs were given: meclizine and Bs No evidence was 
presented in this paper that it was the B, rather than the meclizine that produced 
this result, or that it was the addition of the Be to the meclizine which did so. 

I feel that your claims are misleading and should be withdrawn. 

Sincerely yours, 


L. Emmett Hort, Jr., M.D. 


(Part I) 
DeEcEMBER 31, 1958. 
L. Emmett Hott, Jr., M.D., 
Department of Pediatrics, 
New York University College of Medicine, 
New York, N.Y. 


Dear Dr. Horr: Your letter of December 11, relative to the possible role of 
a vitamin Be deficiency in sleeplessness, regurgitation, or gastic pain in infants, 
has been brought to my attention by Dr. Upjohn, along with a request for more 
Specific substantiation. I apologize for the fact that the hurriedly gathered 
abstracts sent to you previously were not representative of our file on this subject. 

As early as 1944, Kugelmass published a paper (American Journal of Digestive 
Diséases, 11: 368) in which he reviewed the nutritional basis of nervous dis- 
order in children. Symptoms of weakness. irritability, nervousness, ataxia, 
and abdominal pain were related by Kugelmass to a Be deficiency. 
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However, it was not until 1951-53 that an enthusiastically renewed interest 
in Be took place. In that 2-year period, many infants were admitted to hospitals 
with convulsive seizures which were eventually traced to their having been main- 
tained on a commercial formula whose Be content had apparently been destroyed 
by autoclaving during manufacture. Ten afflicted infants showed a dramatic 
response to pyridoxine supplementation and a change of diet. 

Although the literature relative to Be deficiencies in infants has been con- 
cerned primarily with extremes (i.e., convulsions), it is our contention that 
insofar as Be definciency is concerned, the difference between convulsions and 
mere irritability or sleeplessness is largely a matter of degree. In other words, 
the latter manifestations are evidence of subclinical deficiencies. 

The effect of vitamin Be on the nervous system has been discussed by many 
authors, as pointed out by Dr. Donald B. Towner in his paper “Pyridoxine and 
Cerebral Activity” (Nutrition Reviews, 16: 6, June 1958). He states: “The 
affected metabolic system may be expected to be intimately concerned with 
processes regulating neuronal activity.” I’m sure you will agree that irrita- 
bility, sleeplessness, and even regurgitation, in this concept are “neuronal.” 
Supporting this is the enclosed reprint of a paper by Coursin, in which he writes 
(p. 355): “Our initial studies from 1951 to 1953 revealed the syndrone of. ab- 
normal central nervous system activity that accompanies low vitamin B, intake 
during infancy. This includes increasing hyperirritability, gastrointestinal dis- 
tress, increased startle responses, and convulsive seizures.” 

In view of these data, we are unable to agree that your claim that irritability, 
wakefulness, and gastric distress in infants may be due to a deficiency of vitamin 
B. is misleading and should be withdrawn. We can, however, understand and 
appreciate that honest differences of opinion on any given subject are inevitable, 
even among well-informed men of unquestioned integrity and intellectual 
honesty. We respect and appreciate your views, and sincerely hope that you, 
in turn, can understand our position in this matter. 

Sincerely, 
THE UpsoHN Co., 
R. P. TRUBEY, 
Head of Professional Advertising Department. 


; (Part J) 


JANUARY 8, 1959. 
Dr. R. P. Trusey, 


Head of Professional Advertising Department, Upjohn Oo., 
Kalamazoo, Mich. 


DeaR Dr. Trusey: Thank you for the added references on pyridoxine de- 
ficiency. I am still missing a report of anyone who has turned a wakeful baby 
into a sleepy baby by adding Bs. When you find such I shall regard your adver- 
tisement as justified. 


Sincerely yours, 
L. Emmett Hott, Jr., M.D. 


(Part K) 


JANUARY 12, 1959. 
Dr. L. EMMert Hott, Jr., 


Department of Pediatrics, 
New York University, Bellevue Medical Center, 
New York, N.Y. 


Dear Emmett: ‘Thank you for copies of your further correspondence with Up- 
john concerning the promotion of vitamin Bs. You are accumulating quite a 
tidy file on this subject and by our meeting on January 30 you should be fully 
aware of the characteristics of this kind of correspondence. I note with in- 
terest that the promotional campaign of Upjohn continues with its initial ferver 
ce in the latest issue of Scope Weekly, the medical newspaper supported 

y Upjohn. 

We have invited a representative of the Upjohn Co. to meet with us on Jan- 
uary 30 and we have already had acceptance of our invitation to Dr. Sackler 
whose agency puts out Scope. I hope you will not be too impatient to get at 


them on January 30, but will give them an opportunity to proclaim their virtues 
first. 
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One gains the impression these people do not have very much respect for a 
noted authority or they would not employ such disjointed and irrelevant argu- 
ments in their attempt to explain their position. 
I look forward to seeing you on January 30. 

Kindest regards, 


CuaARLEs D. May, M.D., Bwecutive Director. 


(Part L) 
PUSHING PYRIDOXINE 


Upjohn’s “happy baby vitamin” promotional campaign (William Douglas Mc- 
Adams advertising agency) is a typical example of the clever manner by which 
the unsuspecting physician may be lured into adopting false beliefs and caus- 
ing his patients needless expense. A catchy phrase is coupled with a common 
annoyance (a baby crying at night) ,to advocate a simple means of relief—addi- 
tion of vitamin Be (pyridoxine) in a daily vitamin supplement. 

To this end, great liberty is taken in making irrelevant allusions to firm knowl- 
edge and in quoting out of context from references, while more revealing state- 
ments in the same references are ignored. Bessey et al. in the reference cited 
(Pediatrics, 20:33, 1957) take pains to state that the needs cf all but ‘occasional 
infants with anomalous requirements for vitamin B,” will be met by 0.2 to 0.3 
milligram daily. This amount is supplied by ordinary milk formulas and pre- 
pared complete infant foods. 

Young animals and human infants can become deficient in vitamin Bs under 
unusual circumstances and may have convulsions as a manifestation; premoni- 
tory signs include irritability. The relation of this exceptional occurrence to 
the common “wakeful baby who turns father into a floor-walker” could be made 
to seem plausible only by an unrestrained ad copywriter; it is too remote and 
unsubstantiated to be worthy of serious consideration by anyone who prefers 
to base his opinions and practice on scientific evidence. 

Upjohn’s promotional piece is all the more surprising when viewed in the 
light of some comments by the medical director of the Upjohn Co. in Drug 
Trade News, June 2, 1958: “Turning to another abuse, Dr. Burbridge cited 
‘quoting out of context’ as a ‘pernicious practice’ * * * the medical director 
reported that Upjohn’s medical division checks all advertising and promotional 
copy * * *,” 

Vatirtanately, the medical directors on the staffs of pharmaceutical coni- 
panies may not always be able to safeguard the authenticity of information in 
“educational” promotional material, in the face of a pressing need for sales. 












































{From Drug Trade News, Feb. 24, 1958] 
PROMOTE VALUE oF Aps To Starr, APMA Top 





Cuicaco.—An extensive campaign designed to explain the role of advertising 
to all departments, particularly the sales force, was urged by three advertising 
managers here before the central section meeting of the American Pharmaceu- 
tical Manufacturers’ Association. 

Moderated by Charles Downs, vice president of Abbott Laboratories, the dis- 
cussion, “Even Advertising Must Be Sold,” featured panelists John Gallaway of 
Pitman-Moore Co., Walter L. Griffith of Parke, Davis & Co., and M. M. Dalbey 
of Irwin, Neisler & Co. 

The advertising manager must adopt a persuasive attitude when explaining 
his plans and must attempt to understand the problems of other departments to 
avoid marketing pitfalls, Mr. Gallaway said, while the sales manager, in turn, 
should be aware of “what is being said” in journals and mailing pieces. 

“He could be badly misled by assuming that specimens of a mail campaign 
he has seen will go to all GP’s in the country when actually they might be 
designed for a small group of specialists,” he declared. 

A snarl in production requirements could result from failure to learn the 
advertising department’s plans when introducing a new product, according to 
Mr. Gallaway. “Before the market research director turns over his estimate 
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to the vice president in charge of production, he would do well to probe the 
advertising department first.” the speaker emphasized. 

Mr. Gallaway urged research directors to “take the advertising department 
into your confidence’ and provide it with advance information. “When the 
research department suddenly announces with fanfare the availability of a new 
product, the advertising manager is more than disconcerted,” he pointed out. 
Hesitating to seek more funds for the new product, “he asks for a modest 
amount which doesn’t do justice to the product or he whittles a bit out of 
various other products’ budgets to provide funds for the new one,” Mr. Gallaway 
stated. 

Improved communication between the treasurer and the advertising manager 
was also recommended by Mr. Gallaway, who deplored the alleged friction 
between these executives. “The treasurer may forget that the background of 
the typical advertising manager does not always include courses in economics,” 
Mr. Gallaway said. He urged the treasurer to explain the “obvious” to the ad 
manager—the net loss that results from spending too much money on a high- 
cost product. 

During a slide presentation, Mr. Dalbey highlighted his company’s efforts to 
present advertising “positively” to the detail man, who is given a complete 
rundown of ad efforts via visual aids. 


SALESMEN CHECK ADS 


Direct mail pieces, journal ads and testimonials are pumped into the presenta- 
tion and even “blue line layouts” of a proposed mail piece permits the detail 
man to enjoy “critical” privileges, Mr. Dalbey declared. The salesman is per- 
mitted to check the advertising and is asked to submit a mailing list of impor- 
tant doctors in his territory to promote a feeling of belonging, he reported. 
“We occasionally make his help appear more needed by deleting a few cards 
before we submit the list to him,” Mr. Dalbey said. 

However, Mr. Dalbey warned against focusing attention on “millions of 
impressions.” Invariably, he explained, salesmen are scornful of this approach 
“because we've learned from bitter experience that the best way to get thumbs 
down on a program is to tout what appears to him to be a wasteful program.” 
Instead, the presentation emphasizes that frequency of ads support the detail 
man, particularly in media “that he actually sees in the doctor’s office.” 

Mr. Dalbey also advised against placing the salesman on the regular adver- 
tising mailing list “because repetitive ads and mail pieces again provoke the 
feeling of waste.” He recommended writing out the company’s promotional 
policy to give the salesman a realistic expectation of results. 

A thorough explanation of advertising’s function—the number of media and 
types of promotion available—provides the nucleus of aid given to the Parke- 
Davis sales staff, Mr. Griffith explained. Although the salesman is considered 
the apex of sales efforts, he is told that journal advertising, direct mail, con- 


vention exhibits, house organs and institutional and convention advertising also 
plays a vital role. 


[From Drug Trade News, Mar. 24, 1958] 
ANALYZE MARKETS First, MPAC UrGeED By PRATT 


Chicago—A “critical” reappraisal of promotional techniques with the aim of 
integrating “program, personnel, and timing’ into a unified marketing concept, 
was urged here by William Pratt, advertising manager of Abbott Laboratories. 

Speaking before a recent meeting of the Midwest Pharmaceutical Advertising 
Club, Mr. Pratt declared that the challenge to greater profits lies “not in pro- 
moting your products as much as in picking the right products to produce and 
promote.” 

Warning that the “chips are really down in the pharmaceutical business,” Mr. 
Pratt cited management’s demands for better products, promotions, and profits 
during 1958. “With dollars hard to come by, you will be expected to come up 
with new ideas, not just on advertising, but product planning, market research, 


sales forecasting, promotion, and everything connected with distributing more 
effectively,” he said. 
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Unlike the “normal” marketing setup used by most companies, today’s “‘pro- 
gressive” plan first employs market research and analysis before scientific screen- 
ing of new products. “This kind of program identifies the market, its size and 
potential before product planning begins,” he said. Then, according to Mr. Pratt, 
actual product development is evolved and finally a master sales plan. 

Favoring the “progressive” and integrated technique, Mr. Pratt cited the “ex- 
ceptionally sound and factual” groundwork involved. “If the facts are right at 
the time the product is planned, you advertising men may not even be concerned 
about your advertising plans because you may find that the product won’t be 
introduced,” he added. 

Without revealing names, Mr. Pratt reported on two Abbott products “which 
were underplanned, overpromoted and undersold” before the integrated market- 
ing concept was adopted by the pharmaceutical house. “If we had followed it 
earlier, neither product would have been introduced and certainly not as ac- 
tively promoted,” he explained. 

Mr. Pratt listed the following points to support his thesis: (1) 66 percent of 
the total pharmaceutical volume is derived from only one twenty-fifth of pre- 
scribed products (“Despite the influx of new products, the number of items pre- 
scribed 5 or more times per 10,000 prescriptions has remained exactly even.”) 
(2) Despite expansion in new drugs and promoted items, “the tight little island 
of moneymaking products” has remained static. (Pointing to only 300 special- 
ties in the profit range of 5 per 10,000 prescriptions, Mr. Pratt asked, ‘‘Why are 
1,200 to 1,300 products getting active promotion? Are you advertising nothing 
but escalator products and which way are they riding?’’) (3) The fate of today’s 
new product is usually decided within the first 2 to 6 months after introduction 
instead of 2 to 6 years. 


DISCUSSES ‘CRASH’ PHILOSOPHY 


Discussing the “crash” philosophy of promoting new products, Mr. Pratt listed 
two reasons for the “wham-bam” type of timing used today. First, lack of 
money after the first 6 months forces the promotion to peter out, and second, “if 
your particular product is the victim of someone else’s crash program, your 
prescription volume will probably drop off for a while until 7 or 8 months later 
when the rate of prescriptions may have climbed even higher than it was origi- 


nally.” 

Elaborating, Mr. Pratt further explained that new prescription volume drops 
but refills continue when the saturation promotion tapers off, while excessive 
promotions in a specific category may actually help boom sales for a competitor. 

“If your product is going to be a success, it will probably show a sharp and 
steady climb, then sag as it hits the first peak, then a recovery and a steady 
continuing climb upwards, he declared. 

However, if the sales curve swells rapidly, peaks, and then glides steadily 
downward, the product is a “bust,” according to Mr. Pratt. : 

Despite the 3- to 6-month gauge for product success, the advertising expert 
pointed out, “your peak sales volume is generally in proportion to the length and 
weight of your promotion.” 

Products steeped in tradition should also be revived by employing consumer 
techniques, but rarely consumer advertising, Mr. Pratt declared. He cited Ab- 
bott’s Maxilets vitamins as an example of shifting marketing strategy to over- 
come slumping sales, resulting in a 37 percent increase after the formula was 
altered to include a ‘Filmtap’ coating and the name was changed to ‘Dayamin- 
eral’ “to get a closer association with our well-accepted ‘Dayalets’ brand.” 

Still battling for a greater share of the vitamin market, Abbott switched pack- 
aging “from a drab container to an attractive apothecary bottle” and employed 
a counter carton holding one-dozen bottles. Test marketed in Los Angeles, Bos- 





ADMINISTERED PRICES 10609 


ton, Dallas, and Cincinnati, ‘Dayamineral’ racked up gains of 250 percent during 
the first 3 months and 110 percent after 8 months. 

Later, the product’s name was changed to ‘Dayalets-M’ and launched nation- 
ally, which brought a 176 percent sales increase over the previous 8 months 
and 480 percent “over the full year before any of these changes were made.” 

Shooting for a full line of table-styled containers for vitamins, Abbott em- 
ployed Raymond Loewy Associates to “give us something nobody else had in the 
industry.” After 16 months and “60 or 70” different designs, the product was 
finally introduced several weeks ago, revealing a unique double-faced display 
card designed to promote a variety of Abbott products. The patented device, 
visible on both sides, contains a scored tray which reverses itself. 

“On one side it promotes the brand name of a single vitamin and on the other 
side, three different Abbott products can be displayed and any products in the 
line can be featured,” Mr. Pratt explained. He reported that the display was 
devised for druggists reluctant to stock expensive vitamins in cartons of 12. 

Another packaging “new look” recently distributed by Abbott is the company’s 
new “slim, symmetrical” ‘Sucaryl’ container, he said. 


ExHisit 8—METICORTEN 


Another type of objectionable advertising is shown in exhibit 8. This is a 
type referred to sometimes as a “flip” card." In more formal terms, it is called 
a reminder card. The advertising agency contends that it is not supposed 
to be a complete description of the drug, but only a reminder. Presumably, 
the physician is supposed to be helped by such reminders. Just how valid is 
this argument? Do physicians need such reminders, at such frequent intervals? 
Evidence has been presented proving that such reminders are sometimes sent 
through the mail almost every 2 weeks. Furthermore, these mail reminders 
are supplemented by reminder ads in many medical journals, and by visits from 
detail men. Would physicians forget to use worthwhile drugs without such 
reminders? Have any physicians forgotten that insulin helps diabetics, that 
morphine relieves severe pain, that digitalis relieves heart failure? Drugs are 
a physician’s tools. Is his memory so poor that in 2 weeks he will forget 
to use them? Do people in other professions and trades require such frequent 
reminders? Do the makers of nails have to remind carpenters at frequent 
intervals when to use box, regular, finishing, casing, and other specialized 
nails? Do plumbers have to be reminded every 2 weeks that there are different 
kinds of joints and pipes? 

It is hard to see how the argument can be seriously advanced that physicians 
need reminders at such frequent intervals in order to care for their patients 
properly. 

The question may then arise, as to why anyone should object to such 
reminder ads. The answer is that they become objectionable only when over- 
done. The example of a good ad, placed in the record in my testimony, that 
for Armour Thyroid, is a form of reminder ad which is not objectionable. 
It is not a reminder that thyroid is helpful in hypothyroid states; it is a re- 
minder that the Armour Co. makes a superior grade of thyroid. An occasional 
reminder of this sort is dignified, useful, and not wasteful. If the Armour Co. 


mailed such reminders out 71 times per year, in addition to their journal ads, 
they would be highly objectionable. 


1The doctor is supposed to see the coined brand name as he “flips” the card into the 
wastebasket. 
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no 
steroid 
clears rheumatic carditis 
better than 


METICORTEN | 


Consult Schering literature for information 


regarding indications, dosage, administration, 
precautions and contraindications. 


METICORTEN —1, 2.5 and 5 mg. tablets. 








